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(54) Title: PYRROLIDINE DERIVATIVES-CCR-3 RECEPTOR ANTAGONISTS 




(57) Abstract 

This invention relates to certain 3-aminomcthylpym)lidine derivatives of Fonnula (I), wherein: Z is -N- or -(N^>- X- wherein 
R is alkyl, haloalkyl, aialkyl, hydroxyalkyl, caiboxyall^l, alkoxycaibonylalkyl, or cyanoalkyl. and X" is a pharmaceutically acceptable 
counterion; Ar^ and Ai* are, independently of each od»r, aryl or hetcroaiyl; Q is straight or branched allcylene with 1-3 cartxm atoms; 
R' is hydrogen or allcyl; A is eidier (I) -NOl^O)- when: B is: (i) an alkylenc with 1-^ carbon atoms inclusive wherein one of the 
carbon atoms may optionally be replaced by a group selected from -C(OK -N(R'»>-, -0-. -S(0)ff- (where n is 0, 1 or 2), -NR5C(0>- and 
-N(R«)S02-; or (ii) an alkynylene cham; or (ID a group selected fh>m -N(R2)C(SK ^(R^0)N(R3)-, ^(R2)C(S)N(R V. ^(R^Ot-, 
-N(R2)S02N(R^)-, ^(R2)C(0)0-, and -0C(0)N(R3)- when: B is: (i) a bond; (ii) an alkylenc chain of 1-4 carbon atoms inclusive wherein 
one of die carbon atoms may optionally be repl^ by a group selected from -C(OK -NCRV. -0-. SiOh- (where n is 0, 1 or 2), 
-ISR^Oy- and -N(R^)S02-; (lii) an alkenylene chain; or (iv) an all^ylaie chain; that are (XR-3 receptor antagonists, pharmaceutical 
compositions containing diem, mc^liods for their use and mediods for jneparing diese compounds. 
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-1- 

Pyrrolidine derivatives^ CCR-3 Receptor Antagonists 

This invention relates to certain pyrrolidine derivatives that are CCR-3 
receptor antagonists, pharmaceutical compositions containing them, methods for their 
use and methods for preparing these compounds. 

Tissue eosinophilia is a feature of a number of pathological conditions such as 
asthma, rhinitis, eczema and parasitic infections ((see Bousquet, J, et al. N. Eng. 7. 
Med. 323: 1033-1039 (1990) and Kay, A.B. and Corrigan, CJ. Br. Med. Bull. 48:51- 
64 (1992)). In asthma, eosinophil accumulation and activation are associated with 
damage to bronchial epithelium and hyperresponsiveness to constrictor mediators. 
Chemokines such as RANTES, eotaxin and MCP-3 are known to activate eosinophils 
((see Baggiolini, M. and Dahinden, C.A. Immunol. Today. 15:127-133 (1994), Rot, A. 
M. et al. J. Exp. Med. 176, 1489-1495 (1992) and Ponatii, P.D. et al. J. Clin. Invest., 
Vol. 97, #3, 604-612 (1996)). However, unlike RANTES and MCP-3 which also 
induce the migration of other leukocyte cell types, eotaxin is selectively chemotactic 
for eosinophils ((see Griffitii-Johnson, D.A et al. Biochem. Biophy. Res. Commm. 
197:1167 (1993) and Jose, P.J. et al. Biochem. Biophy. Res. Commun. 207, 788 
(1994)). Specific eosinophil accumulation was observed at the site of administration 
of eotaxin whether by intradermal or intraperitoneal injection or aerosol inhalation 
((see Griffitii-Johnson, D.A et al, Biochem. Biophy. Res. Commun. 197:1167 (1993); 
Jose, PJ. et al. J. Exp. Med. 179, 881-887 (1994); Rotiienberg, M.E. et al. J. Exp. 
Med. 181, 121 1 (1995) and Ponath. P.D. /. Clin. Invest., Vol. 97, #3, 604-612 
(1996)). 

Glucocorticoids such as dexamethasone, metbprednisolone and 
hydrocortisone have been used for treating many eosinophil-related disorders. 
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including bronchial asthma ((R. P. Schldmer et. al.. Am . Rev. Respir. Dis., 141, 559 
(1990)). The glucocorticoids are believed to inhibit E^5, IL-3 mediated eosinophil 
survival in these diseases. However, prolonged use of glucocorticoids can lead to 
side effects such as glaucoma, osteoporosis and growth retardation in the patients 
{{see Hanania N.A et al.. J. AUergy and Ovu Inmunol, Vol. 96. 571-579 (1995) and 
Saha M. T. et al. Acta Paediatrica, Vol. 86, #2. 138-142 (1997)). It is therefore 
desirable to have an alternative means of tieating eosinophil related'diseases without 
incurring these undesirable side effects. 

Recentiy, the CCR-3 receptor was identified as a major chemokine receptor 
that eosinophils use for their response to eotaxin, RANTES and MCP-3. When 
transfected into a murine pre-p lymphoma line. CCR-3 bound eotaxin, RANTES and 
MCP-3 and conferred chemotactic responses on these cells to eotaxin. RANTES and 
MCP-3 {{see Ponath. P.D. et al! J. Exp. Med. 183. 2437-2448 (1996)). The CCR-3 
receptor is expressed on the surface of eosinophils, T-cells (subtype Th-2). basophils 
and mast cells and is highly selective for eotaxin. Studies have shown that 
pretreatment of eosinophils with an anti.CCR-3 mAb completely inhibits eosinophU 
chemotaxis to eotaxin. RANTES and MCP-3 {{see Heath H. et al. J. Clin. Invest., 
Vol. 99, #2, 178-184 (1997)). 

Blocking the abiUty of tiie CCR-3 receptor to bind RANTES. MCP-3 and 
eotaxin and thereby preventing the recruitment of eosinophils should provide for die 
treatment of eosinophil-mediated inflanunatory diseases. 

nie present invention tiierefore concerns novel pyrrolidine derivatives which 
are capable of inhibiting the binding of eotaxin to the CCR-3 receptor and thereby 
provide a means of combating eosinophil induced diseases, such as asthma. 
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In a first aspect, this invention provides compounds selected from the group of 
compounds represented by Formula (1): 



10 



Z 
I 

Q 

(D 

wherein: 

Z is -N- or -(fTR)- X" wherein R is alkyl. haloalkyl. aralkyl. hydroxyalkyl, 

carboxyaUcyl. alkoxycarbonylalkyl. or cyanoalkyl. and is a 

phannaceutically acceptable counterion; 
At' and Ar^ are. independenUy of each other, aryl or heteroaryl; 

Q is straight or branched alkylene with 1-3 carbon atoms; 
r' is hydrogen or alkyl; 

A is either 

(I) .N(R^)C(0)-when: 



B is: 

15 0) 



20 



an alkylene with 1-4 carbon atoms inclusive wherein one of the 
carbon atoms may optionally be replaced by a group selected 
from -C(0)-. -N(R*)-. -0-. -S(0 V (where n is 0.1 or 2). 

-NR'C(0)- and 
-N(R')S02-; or 
(ii) an alkynylene chain; 

wherein: 

r2 is hydrogen, alkyl, acyl, haloalkyl. heteroalkyl. 
heterocyclylalkyl. or -(alkylene)-C(0)-Z' where Z' is alkyl. 
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haloalkyl. alkoxy. haloalkyloxy, hydroxy, amino, or mono- or 

disubstituted amino; and 

r\ r5 andR*are. independenUy of each other, hydrogen, 
alkyl, acyl. haloalkyl. heteroalkyl. heterocyclylalkyl. or -(alkylene)- 
C(0)-Z' wheieZ' is alkyl, haloalkyl. alkoxy. haloalkyloxy. 
hydroxy, amino, or mono- or disubstituted amino; or 

a group selected from .N(R^)C(S)-, -N(R^)C(0)N(R^)-. 
-N(R^)C(S)N(RV -N(R^)SOr. -N(R^)S02N(R^)-. 
-N(R^)C(0)0-. and -OC(0)N(R^)- when: 



(H) 



Bis: 

(i) a bond; 



(ii) 



an alkylene chain of 1-4 carbon atoms inclusive wherein one of 
the carbon atoms may optionally be replaced by a group 
selected from -C(0)-. -N(RV, -0-. -S(OV (where n is 0. 1 or 
2), -NR^C(0)- and 
-N(R'OS02-; 

(iii) an alkenylene chain; or 

(iv) an alkynylene chain; 
wherein: 

r3 is hydrogen, alkyl, acyl, haloalkyl, heteroalkyl, 
heterocyclylalkyl. or -(alkylene)-C(0)-Z' where Z' is alkyl, 
haloalkyl. alkoxy. haloalkyloxy. hydroxy, amino, or mono- or 
disubstituted amino; and 
r2 R* r' and R* are as defined above; and 
p^gs,Mvid^isom=«.n-x«««ofison«rs»«.phan.«.udcaUya«q^^ 

salts thereof. 
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,„aseco.dasp.c..telnvcntfonp™vi>l«pl«nn«cidoalco>npos.«ons 

1, a durd aspect, flus invention provides a me*od of «am»n, of . 
disease in a mammal Beauble by adminisBation of a CCR-3 n>eeptor 
a„„^sUeom^«in..«*»adonofaU,e.peu«cal,yeffecdv.^^^^ 
„,.c»mpo«ndof Fonnulad) or iBphannaceucieaily acceptable saitm 

disease stales include lespiratoty diseases such as asthma. 



l„fo««h.speCd».inv«..ionpn.videsaprocessf«p,eparingcompounds 

of Fonnula(I). 

unless otherwise stated, the following tenns used in the specification mi 
15 claims have the meaningi given below. 

■AUd- me^u. . Unear sat«.»i monovalent hyd^carbon radical of one to six 
cartK.na.o„.orabrancheds««ratedmo.ova.enth,droc.rbon,«.«lof.h.eeto^ 

carbon atoms. ..g.. methyl. cth,l.p.opyl. 2.prop,l.P«.n-l.«'*«'1»- 

.A,ke„yrmeansalinearmonovalen.h,toc.rbonr«liealoftwo.osixc«bon 
atoms or a branched monovatent hydr^arbon radical of th.« to sU «*0« ».om., 
.staining a. leas, one double bond. e.g.. ethenyl. propenyl. and the hke. 

-Alkylene" means . Bnear saturated divalent hydrocarbon ntdioa of one «. six 
,.rt„„ atoms orabranchedsatutateddivalcnthydrocarbon radical of thtee^^x 
ca,tona»,ms.e.^.m«h,lene.eth,.ene.propyle.e.2-meth,.prop„ene.pentylene. 

and the like. 
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conud„™g..I-.o»-ip.ebo«d.e.g..«h,ny.e^pn>py"y'-=.-''^'''''- 

■Acyl- means a mJical -CCOJR «he.e R is alkyl, haloalkyl. oprtonally 
.„ subsd««=dphcy..»pUo„a..ysubsd.u«dpl«ny«yl.opdo.allysubsto«d 



the like. 



TMO- means nuo». <*l<»o. bromo or lodo. p«fena>.y nuo«, ««> chlow. 

" TMoalM-meansalkylsuW.».e<.wi*on.ormo^s»ne«diff«=n.h.k, 
a«.a»>. eg.. -CftCl. -CH-CP. -CftCCl. and toe Bke. 

■CyctoalM ^''^^ 
20 ««eu,sixnngcartx«.e.g..cyel<>p«.pyl,cyclohexyl,andO>elta. 

^<,nosubsU«.»d^"0- means a ^dica. .NHR w.«« R is alM. 

haioalM. oP^on-y I*™^' " '^'^ 

n«thy1anuno. (l-meftyled.yl)annnc. pl»nylamino. and the hke. 

.Disubsti«.ted.anJno"meansar«iical.NRR-whereRandR'a« 

.ndepende„Uya.M.he-«lM.>.-oa.M.<^*o«aUys„bsd»»dph»^ 

opUenaiiy subsUtuied He».a^.. Represen-adve exan^es inc 

uLi«d ,0. din«toy..mino, med,y.eU,ylan.«.. di(l.ned.y.e«,y.)annno. and *e bic 
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■ A,,,- means a mm»val»t mo»x^lic or bicyclic an,™«ic hy^^ 

^iical of 6.0 10 ring atoms. Thea„lrinBBaybeoptio„all,subatt«.«d 
i„a.pe„*nuy with one or more sabsd««nu.pr,fer.b.,ono..woorUn«.—» 

selected from alkyl, haloalkyl. alkykhio, heteroalkyl, alkoxy. cycloalkyl. 

cyelo.lkyWM.allcenyl.h-o.'V-"-™--'^''"-^''^"'"''"''''*"'''^^^^ 
a^bsliwu:.! phenylaUcyl. opUonally substi«.«d he.eK,ao-l, optionaUy snb9it>«ed 
h«.„>a«ncyl. ami™,, monos»bs«tuKd amino. disubstoKd amino, hydroxylammo. - 
OR [Where R is hydrogen, haloalkyl. opUonally subsUmted phenyl, opnonally 
snbsU»«edphe„ylalkyl.opaon.llysubsah«edhe.eroa,ylor„ptionallysnbsdt„.^^^ 
heKToaralkylLWlv^erenis^. integer f.omO»2a„dRis alkyl. haloalkyl. 

optionally substitwed phenyl, optionally 5.*stimted phenylalkyl, optionally 
subsumted hetetoaryl, optiondly substituted heteroanJkyl, amino, mono- or 
^suhstim.«i»ninol..NRC(0)R- (wheteRishydtogenoralkylandR- ishydrogen. 
alkyl heteroalkyl. haloalkyl. opttonaUy substitoted phenyl, or mono- or di«.bst.tu,ed 
amino), -NRSO.R' (»he«Rish,d.ogenoralkyla™iR- ia alkyl. amino, mono- or 
disnbstituted amino), -C(0)R (where R is hydrog^., alkyl. halo-kyl, optionally 
substituted phenyl or optionally substituted heteroaryl), -COOR (wh«.R ». 
hydrogen, alkyl, optionallysubstituted phenyl, optionallysubsttmtedphenytalkyl. 

optionally substituted hetetoaryl or optionally substitu.edhe,eroardk,l).-(alk,l««)- 
COOR (wheto R » hydrogen, alkyl. optionaUy substintted phenyl. optionaUy 
subsfltited phenylalkyl. optionally substitut«i heteroaryl or optionally subsan«ed 
He.™ar-k,l).alkylenediox,.oxy<>C3-alkylene.-CONR-R- or -(alkylene)- 
CONR'R- (whereR- andR- anMndependenUy selected from hydrogen, alkyl. 
haloalkyl. op«onallysubsti«.tedphenyl.optionallysubsti».tedphenyldkyl. optionally 
substitit.edhet«oa,yloroption.nysul»ti»t.edheteroaralkyl).Mo,especificaUy.he 

tenn aryl includes, but is no. Umited to. phenyl. l-«aph.h,l. 2-naph.h,l. ».d 

derivatives thereof. 
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- Alkylenedicy" is . divalct substituent of th. fonnula -[-CKCHd,-0-)- 
(whe^nis 1 „r2)«hich,s««h«iu,mo«.jac«..«rt>on,t<™of ph«.,l.e.g.. 
metfiyleoedioxyptoyl or ethylenedioxyphenyl. 

.Oxv^-C3-alkyto" means a divalent substiwen. of *e formula ^^ 
' (aM..K»l«.enis2or3)v,hichisa„ached.omoadja»>tca.bons«omsof 

phenyl. e.g.. oxyett.yl«« or oxypropylene. An example of oxy-C2-C3. 
alkylenephenyl is 23-dihy<lrobenzoftminyl. 

^onaUy subsddUed phenyl" means a phenyl group whieh is opUonally 
.„bsd««edindependen«ywi*one,™oor*rcesnhs««^.3se>ec,«.^m^^^^^ 
ha,oa.>c„,halo.ni».,e,.no.-OR(«hemRishyd«.genoraBcyl,.-^'(w^-R 
3„<,R.areinaependen«yofeachoU«hydroge«or.lM).-COOR(w>->l« 
hydrogen oraM)or-CONR-R- (wbe«R- andR- ».indep«^Uy».cc»d 
15 from hydrogen or alkyl). 

■H^eroaryl- means a monovalent monocyclic or bieydie»omaUcr«iieal of 
5.olOringau.n»eo.«iningone..wo.or*teennghe,er„a.omssd=e«d.n»nNO. 

r The aromatic radical is optionally fused id a 
orS.theremainingringatomshemgC. The aromanc raoi 

» phenyloranopaon.llys«bstin«edheteroarylHngori.isop.ionallysubsn.u.ea 

L.epe«denU,v..ho..or«»resnbs.i«.ents.preferablyoneortwos„bst,t„^^^^^ 

.*sdm,edhe.e,oar,l.annno.monosuhs.i»«edamino.disubs,in..eda™n^^^ 
hyd,oxyamino.-ORt»hereRishyd.ogen.halo.lM.orop.ionall,subst.«.«d 

. phenyn,W.»Herenisanin..gerfron,0.o2andRis.«,l.hal^. 
optionally subsdtnted phenyl, amino, mono or aisubs.itn.ed ammo), 
Jhydrogen. a«=y,. haloalM or opUonally substitu»d phenyl), -COOR (where R.S 
hyigel alkyl or optionally snbstl»«d phenyl,. -(aBc.eneHXX>R R « 

UUaU..o-P--«''-»-'^-=^'''-''--«*'''^"''''r:^^ 
30 COm-R- or<aUtylen.>CONR-R- (w-R" ar. in^P^^-y "'""^ 
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fromhydrogen, alkyUaloalkyl. or optionally subsUmtedphenyl).M 

the term heteroaryl includes, but is not limited to pyridyl. pyrrolyl. thiophene, 
pyrazolyUthiazolyUmidazolyUpyrimidinyUthiadiazolyU 
azaindolyl. benzofuranyl, benzimidazolyl. benzthiazolyl. qm^^^^^^ 
benzisoxazolyl. purinyl. quinolinyl. isoquinolinyl. benzopyranyl. 9H-U.4.9- 
tetraazafluorene. and derivatives dieteof . 

"Optionally substituted heteroaryl" means a pyridyl. pyrrolyl, thiophene. 
pyrazolyl.thiazolyl.imidazolyl.pyrimidinyl,thiadiazolyl.indolyl.carbazolyl. 

azaindolyl. benzofuranyl. benzimidazolyl. benzthiazolyl. quinoxalinyl. benzotriazolyl. 
benzisoxazolyl. purinyl. quinolinyl. isoquinolinyl. benzopyranyl. 9H-13^ 
fluorene ring which is optionally substituted independentiy with one, two or three 
substituents selected from alkyl. haloalkyl. halo, nitro. cyano. -OR (where R is 
hydrogpnoralkylX-NRR' (wheieRandR' an. independently of each other 

hydrogen or alkyl), 

-COORCwhereRis hydrogen or alkyl) or-CONR'R- (whexeR' andR- are 
independentiy selected from hydrogen or alkyl). 

"Heterocycle" or -Heterocyclyl- means a saturated or unsaturated cycUc 
«dicalof3to8ring atoms in which one or two ring atoms are heteroatoms selected 

from N.O.orS(0)„(wherenis an integer from0to2).ti.eremainingring atoms 

being C. where one or twoCatomsmayoptionally be replaced byacarbonyl group. 

mheterocycloringmay be optionally substitutedindependentlywiti. one. two or 

three substituents selected from alkyl. haloalkyl. cycloalkyl. cycloalkylalkyl. aryl. 

aralkyl, heteroaryl. heteroaralkyl. halo, cyano. acyl. acylamino. amino, 
tnonosubstituted amino, disubstitiited amino. -COOR(whercRis hydrogen or alkyl). 

-XR(whereXisOorS(0)„,wherenis an integ^fromOtolandRis hydrogen. 

alkyl. haloalkyl, cycloalkyl. aralkyl, aryl. heteroaryl or heteroaralkyl). or -CONR ' R" 
(whereR' andR" are independentiy selected from hydrogen or alkyl). 
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Repr«en«dveex»plc.ind>Kic.bu.a«nc,«,»l«d»,«»ahyd»pi«n,I.P^^^^ 
piperazino, pytiolidino, and the Uke. 

"Het^oalkyr means an alkyl, cycloalkyl. or cyck»lkylalkyl n.lical as defined 
abo,e,oan,ingasubs.Uuentoc„,ainingahe,e™au,«seleo.rf«^N,a^^^^ 

„he«ni.anin«gerf»n,0.ol Rep,esentaUve subs«n«nB include -NR R . -OR 
or^(0)Jt'.whe,einnUanin«8erfron,Oto2.RMshydn,ge..alkyUhaloa«cyU 

cvcloalky.. ccloalkylaUcyl, opdonally subs<itu«d pheny., opUondly substi»Bd 
phen,...M.<^<-ly»-*«'™'«'''''^''"-'^°'''"'°"'''"''!'-r " , 
R. a,.independenttyofe«h«h«hydrogenor.BC.),-CONR.R- (whereR' ^ 
R. are indepe»ienUy selec«d ftom hydn.gen « alkyl) «l '»*>8»- ""=y'- 
cycloallcyl, cycloaUcylalkyl. opdonaUy Phenyl. optoaUy s»bsttn«ed 

he,e,oa,,l.an«no,mo„»nteti«*darBino,ordisnbsd»«d.nnno. Rep«en,a«ve 
exan,plesinclude,bu,arenotltai»dto2-ne*ox,eU,yl.2-hydmxye*yl.2- 
a,„l„oefl,yl.2^*ylannnoeU>yl,t«nzylox,mea,yI.U,iophe.2-,lUuon^^^^ 



the like. 



■Hydroxyalkyl- means a linear monoval«>thyd««rton radical of two «. sue 
ert-on atoms orabranched monovalent hydrocarton radical of ft.ee or six carbons 
s„bsti«»d«i*oneortwohyd.ox,g.»ups.providedthatif^.ohyd,oxygro«psare 
p«enttheya,e«*bo.l. on the samecarbonatom-RepresenUtiveexamples include. 
b«areno.limi.edto.2^yd.<.xye.byl,2-hydroxypropyl.3-bydroxypropyl, 1- 

0„drox,med,yl)-2-me,h,lp,opyl. 2-h,droxybuty,, 3-hydroxybutyl, 4.hydroxyl.tyl. 
23^h,droxyp,op,l.l-0.yd.oxyme,hyl>2.h,droxye.hyl.2.3-dihydroxybutyl. 

3 4mihyd,<,xybutyl and 2-(hyd.oxy.nethyl>3-hyd.oxypropyl. preferably 
2-hydroxye.hyl,23Hlihyd.oxyp.op,l.andlKhydroxyme,hyl>2-hydrox,e,hyl. 
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-Cycloalkylalkyl- means a radical -R^R" where R' is an alkylene group and 
R"* is a cycloalkyl group as defin^ above e.g.. cyclopropylmethyl. cyclohexylptopyl. 
3-cyclohexyl-2-methylpropyl, and the like. 



5 - Aralkyl- means a radical -R'R'* where R* is an alkylene group and R*» is an 

aryl group as defined above e.g., benzyl, phenylethyl, 3-(3-chlorophenyl).2- 
methylpentyl, and the like. 

- Alkoxy" or -haloalkyloxy means a radical -OR where R is an alkyl or 
10 haloalkyl, respectively as defined above e.g..methoxy, and the like. 

•'Optional'' or "optionally" means that the subsequenUy described event or 
circumstance may but need not occur, and that the description includes instances 
wheretheeventorcircumstanceoccursandinstancesinwhichitdoesnot. For 

15 example, "heteiocyclo group optionally mono- or di- substituted with an alkyl group • 
means that die alkyl may but need not be present, and die description includes 
situations where die heterocyclo group is mono- or disubstituted witii an alkyl group 
and situations where the heteiocyclo group is. not substituted witii the alkyl group. 



" Amino-protecting group" refers to those organic groups intended to protect 
nitrogen atoms against undesirable reactions during synthetic procedures e.g.. benzyl,, 
benzyloxycaibonyl (CBZ), t-butoxycarbonyl (BOC). trifluoroacetyl, and the like. 

Compounds that have the same molecular formula but differ in die nature or 
25 sequence of bonding of tiieir atoms or the arrangement of tiieir atoms in space are 
termed "isomers". Isomers tiiat differ in die arrangement of tiieir atoms in space are 
termed "stereoisomers". Stereoisomers tiiat are not mirror images of one anotiier are 
termed "diasteicomeis" and tiiose tiiat are non-superimposable mirror iniages of each 
otiier are termed "enantiomers". When a compound has an asymmetric center, for 
30 example, if a carbon atom is bonded to four different groups, a pair of enantiomers is 
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possible. An enantiomer can be characterized by the absolute configuration of its 
asymmetric center and is described by the R- and 5-sequencing rules of Cahn and 
Prelog, or by the manner in which the molecule rotates the plane of polarized light 
and deagnated as dextrorotatory or levorotatory (i.e., as (+) or (-)-isomers 
respectively). A chiral compound can exist as either individual enantiomer or as a 
mixture thereof. A mixture containing equal proportions of die enantiomeis is called 
a "racemic mixture". 

The compounds of this invention may possess one or more asymmetric 
centers; such compounds can therefore be produced as individual (/?)- or (S)- 
stereoisomers or as mixtures thereof. For example, if the R' substituent in a 
compound of Formula (I) is alkyl, then the carbon to which it is attached is an 
asymmetric center and the compound of Formula (1) can exist as an (i?> or (S)- 
stereoisomer. Unless indicated otiierwise, the description or naming of a particular 
compound in the specification and claims is intended to include both individual 
enantiomers and mixtures, racemic or otiierwise, thereof. The metiiods for tiie 
determination of stereochemistry and flie separation of stereoisomers are well-known 
in tfie art (see discussion in Chapter 4 of "Advanced Organic Chemistry", 4tii edition 
J. March, John Wiley and Sons, New York, 1992). 

A "pharmaceutically acceptable excipient" meaiis an excipient tiiat is useful in 
preparing a pharmaceutical composition tiiat is generally safe, non-toxic and neitiier 
biologically nor otherwise undesirable, and includes an excipient tfiat is acceptable for 
veterinary use as well as human pharmaceutical use. "A pharmaceutically acceptable 
excipient" as used in tiie specification and claims includes botii one and more tiian 
one such excipient 

A "pharmaceutically acceptable counterion" means an ion having a charge 
opposite to tiiat of tiie substance witti which it is associated and tiiat is 
pharmaceutically acceptable. Representative examples include, but are not limited to. 
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chloride, bromide, iodide, methanesulfonate, p-tolylsulfonate, trifluoroacetate, 
acetate, and the like. 

A "phannaceutically acceptable salt" of a compound means a salt that is 
phaimaceutically acceptable and that possesses the desired phannacological activity 
of the parent compound. Such salts include: 

(1) acid addition salts, formed with inorganic acids such as hydrochloric acid, 
hydrobrpmic acid, sulfuric acid, nitric acid, phosphoric acid, and the like; or formed 
with organic acids such as acetic acid, propionic acid, hexanoic acid, 
cyclopentanepropionic acid, glycolic acid, pyruvic acid, lactic acid, malonic acid, 
succinic acid, malic acid, maleic acid, fumaric acid, tartaric acid, citric acid, benzoic 
acid, 3-(4-hydroxybenzoyl)benzoic acid, cinnamic acid, mandelic acid, 
methanesulfonic acid, ethanesulfonic acid, 1,2-ethane-disulfonic acid, 
2-hydroxyethanesulfonic acid, benzenesulfonic acid, 4-chlorobenzenesulfonic acid, 2- 
naphthalenesulfonic acid, 4-toluenesulfonic acid, camphorsulfonic acid, 
4-methylbicyclo[2.2.2]oct-2-ene-l-carboxylic acid, glucoheptonic acid, 
4,4'-methylenebis-(3-hydroxy-2-ene-l-carboxylic acid). 3-phenylpropionic acid, 
trimethylacetic acid, tertiary butylacetic add, lauryl sulfuric acid, gluconic acid, 
glutamic acid, hydroxynaphthoic acid, salicylic acid, stearic acid, muconic acid, and 
the like; or 

(2) salts formed when an acidic proton present in the parent compound eithar 
is replaced by a metal ion, e.g., an alkali metal ion, an alkaline eardi ion, or an 
aluminum ion; or coordinates with an organic base such as ethanolamine, 
diethanolamine, triethanolamine, tromethamine, Af-methylglucamine, and the like. 

"Leaving group" has the meaning conventionally associated with it in 
synthetic organic chemistry i.e., an atom or group capable of being displaced by a 
nucleophile and includes halogen, alkanesulfonyloxy, arenesulfonyloxy, ester, or 
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amino such as chloro. bromo. iodo, mesyloxy, tosyloxy. trifluorosulfonyloxy, 
methoxy, N.O-dimethylhydroxylamino, and the Uke. 

"Pro-drugs" means any compound which releases an active parent drug 
according to Formula (I) in vivo when such prodrug is administered to a mammalian 
subject Prodrugs of a compound of Formula (1) are prepared by modifying functional 
groups present in the compound of Formula (I) in such a way that the modifications 
may be cleaved in vivo to release the parent compound. Prodrugs include compounds 
of Formula (I) wherein a hydroxy, sulfhydryl or amino group in compound (I) is 
bonded to any group that may be cleaved in vivo to regenerate the free hydroxyl, 
amino, or sulfhydryl group, respectively. Examples of prodrugs include, but are not 
limited to esters (e.g., acetate, formate, and benzoate derivatives), carbamates (e.g., 
jV^-dimethylaminocarbonyl) of hydroxy functional groups in compounds of Formula 
CO, and the like. 

•Treating" or "tireatment" of a disease includes: 

. (1) preventing the disease, i.e. causing the clinical symptoms of the 
disease not to develop in a mammal that may be exposed to or predisposed to the 
disease but does not yet experience or display symptoms of the disease, 

(2) inhibiting the disease, i.e., arresting or reducing the developmoit of the 
disease or its clinical symptoms, or 

(3) relieving the disease, i.e., causing regression of the disease or its 

clinical symptoms. 

A "therapeutically effective amount" means the amount of a compound tiiat, 
when administered to a mammal for Oreating a disease, is sufficient to effect such 
treatment for the disease. The "therapeutically effective amount" will vary depending 
on the compound, the disease and its severity and the age, weight, etc.. of the 
manunal to be treated. 
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The nomenclature used in this application is generally based on the lUPAC 
recommendations. 

The pyrrolidine ring is numbered as follows: 



and the compounds of the invention are named as: 

A compound of Formula CD where Z is -N-, Ar' is 3,4-dichlon)phenyl. Q is - 
CH2-. is hydrogen, A is -NHCO-, B is -(CH2)2- and Ar^ is 5-<4- 
methoxyphenyI)pyrimidin-2-yl, is named Af-[l-(3,4-dichlorobenzyl)pyrrolidin-3- 
ylmethyl]-3-[5-(4-methoxyphenyl)"pyrimidin-2-yl]propionamide. 

A compound of Formula (J) where Z is -N-, Ar' is 3,4-dichlorDphenyl, Q is - 
CHr. is hydrogen. A is -NHCO-, B is -CH2S- and Ar^ is 5-(4- 
methoxyphenyl)pyTimidin-2-yl, is named iV-[l-(3,4-dichloroben2yl)pyrrolidin-3- 
ylmethyl]-2-[5-(4-methoxyphenyl)-pyTiniidin-2-ylsulfanyI]acetamide. 

A compound of Formula (I) where Z is -N-, Ar' is 3,4-dichlon)phenyl, Q is - 
CH2-, R^ is hydrogen, A is -NHCO-, B is -CH2O- and Ar^ is 5-(4- 
methoxyphenyl)pyrimidin-2-yl, is named ^-[1 -(3,4-dichlorobenzyl)pyrrolidin-3- 
ylmethyl]-2-[5-(4-methoxyphenyl)-pyrimidin-2-yloxy]acetamide. 

A compound of Formula (I) where Z is -N-, Ar^ is 3,4-dichlorophenyl, Q is - 
CHr» R* is hydrogen, A is -NHCO-. B is -CH2N- and Ar^ is 5-(4. 
methoxyphenyl)pyrimidin-2-yl, is named N-[l-(3,4-^chlorobenzyI)pyrrolidin-3- 
ylmethyll-2-[5-(4-methoxyphenyl>pyrimidin-2-ylamino]acetaniide. 
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A compound of Fonnula (I) where Z is -N-, Ar' is 3,4-methylenedioxyphenyl, 
Q is -CH2-, R' is hydrogen, A is -NHCO-. B is -CH2S- and Ar^ is 5-(4- 
methoxyphenyI)-pyrimidin-2-yl, is named A/-[l-(3,4- 

methylenedibxybenzyl)pynolidin-3-ylmethyll-2-[5-(4-methoxyphenyl)pyrinudin-2- 
S ylsulfanyUacetamide. 

A compound of Fonnula (I) where Z is -N-, Ar' is 3,4-dichlorophenyl, Q is - 
CHr, R' is hydrogen, A is -NHCO-, B is -CH2- and Ar^ is 4-methoxyphenyl, is 
named A^-[l-(3,4-dichlorobenzyl)pyrrDlidin-3-ylmediyll-2-(4- 
10 methoxyphenyl)acetamide. 

A compound of Fonnula (I) where Z is -N-, Ar' is 3,4-dichlorophenyl, Q is - 
CHr. R' is hydrogen, A is -NHCONH-, B is a bond and Ar^ is 4-methoxyphenyl, is 
named l-[l-(3,4-dichlorobenzyl)pym>lidin-3-ylmethyl]-3-(4-methoxyphenyl)urea. 
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PREFERRED EMBODIMENTS 
While the broadest definition of this invention is set forth above as the first 
aspect of the present invention, certain compounds of Formula (I) are preferred. 



A-B-Ai^ 




a) 



Q) One preferred group of compounds is that wh««in: 
is hydrogen; and 
A is -NHCO-. 

Within this group, a more preferred group of compounds is that wherein: 
(a) Zis-N-;and 

At* is a naphthyl or a substimted phenyl ring. 

Within these preferred and more preferred groups, an even more preferred 
group of compounds, is that wherein: 



The stereochemistry at the C-3 carbon of the pyrrolidine ring is (S); 
Q is a straight or branched alkylene chain of 1 to 3 carbon atoms, preferably 
-CHr, -CH(CH3K -C(CH3)2-; 
Bare-CH2-; 

At' is a phenyl ring substituted with one, two or three substituents selected 
fiom alkyl, cyano, nitro, halo, alkylenedioxy, oxy-C2-C3-alkylene, alkoxy or phenoxy. 
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preferably a phenyl ring substituted with one or two substituents selected from methyl, 
chloro, fluoro, bromo, or methylenedioxy; and 

Ar^ is an aryl ring, preferably a phenyl ring which is optionally substituted with 
one, two, or three substituents selected firom alkoxy, alkylthio, halo, amino, - 
NHC(0)R ' (where R ' is alkyl or optionally substituted phenyl), hydroxy, or -S02Me, 
preferably a phenyl ring optionally substituted with one, two, or three substituents 
selected from methyl, methylthio, hydroxy, methoxy, acetyl, chloro, fluoro, bromo, or - 
NHC(0)R ' (where R ' is methyl or a phenyl ring optionally substituted with one, two 
or three substituents selected from methyl, methoxy, fluoro or chloro). 

Within these preferred and more preferred groups, particularly preferred group 
of compounds is that wherein: 

At' is 3-chloropheny], 4-chlorophenyl, 4-fluoro-3-methoxyphenyl, 2,4- 
difluorophenyl, 3,4-difluorophenyI, 3-chloro-4-fluorophenyl, 4-^hloro-3-fluorophenyl, 
3,4-eAylenedioxyphenyl, 2-naphthyl, 2,3-dichlorophenyl, 3,4-dichlorophenyl, 3,4- 
methylenedioxyphenyl, most preferably 2,3-dichlorophenyl, 3,4-dichIorophenyl or 3,4- 
methylenedioxyphenyl; and 

Ax^ is phenyl, 3-(2,5-difluoro-4-chlon>phenylcaibonylramino)phenyl, 4- 
(2,3,4,5-tetrafluorophenylcaxbonylmiino)phenyl, 3-(2,4-dimethoxyphenyl- 
caxbonylamino)phenyl, 3-(phraylcarbonylamino)phenyl, 3-acetylaminophenyl, 3- 
fluon>-4-hydroxyphenyl, 3-fluorophenyl, 3-methoxyphenyl or 4-hydroxy-3- 
methoxyphenyl, most preferably 3-(2,5-difluoro-4-chlorophenylcarbonylamino)phenyl, 
3-acetylaminophenyl, 3-(2,4-dimethoxy-phenylcarbonylamino)phenyl or 3- 
(phenylcarbonylamino)phenyl. 

(b) A second more preferred group of compounds in group (I) is that wherein: 
Z is -N-; and 

B is alkylene chain, preferably -{CHihr- 
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Within this more preferred group, an even more preferred group of compounds 
is that wherein: 

The stereochemistry at the C-3 carbon of the pyrrolidine ring is (5); 

Q is a straight or branched alkylene chain of 1 to 3 carbon atoms, preferably 

-CH2-. -CH(CH3K -C(CH3)r; and 

Ar^ is naphthyl or a substituted phenyl ring. 

Within these more prefrared and even more preferred groups, a particularly 
preferred group of compounds is that wherein: 

Ar^ is a phenyl ring substituted with one, two or three substituents selected 
from alkyl, cyano, nitro, halo, alkylenedioxy, oxy-C2-C3-alkylene, alkoxy or phenoxy, 
preferably one or two substituents selected from methyl, chloro, fluoro, bromo, 
methylenedioxy; more preferably 3-chlorophenyl, 4-chlorophenyl, 4-fluoro-3- 
methoxyphenyl, 2,4-difluorophenyl, 3,4-difluorophenyl, 3-chloK>4-fluorophenyl, 4- 
chloro-3-fluorophenyl, 3,4-ethylenedioxyphenyl, 2-naphthyl, 2,3-dichlorophenyl, 3,4- 
dichlorophenyl. 3,4-methylenedioxyphenyl, most preferably 2,3-dichlorophenyl, 3,4- 
dichlorophenyl or 3,4-methylenedioxyphenyl. 

Within the above prefened, more preferred group and particularly preferred 
groups, an even more preferred group of compounds is that wherein: 
0) Ar^ is a pyrimidin-2-yl ring optionally substituted with alkyl or a phenyl ring 
optionally substituted with one, two, or three substituents selected from alkyl, alkoxy, 
alkylthio, halo, alkenyl, amino, monosubstituted amino, disubstituted amino, or 
benzofuran-2-yl, preferably a pyrimidin-2-yl ring optionally substituted wiUi a phenyl 
ring optionally substituted with one, two, or three substituents selected from methyl, 
meUioxy, methyltiiio, chloro, fluoro. vinyl, dimethylamino, most preferably pyrimidin- 
2-yl, 5-(benzofuran-2-yl)pyrimidin-2-yl, 5-phenylpyrimidin-2-yl, 5-(4- 
metiioxyphenyl)-pyrimidin-2-yl, 5-(3,4-dimethoxyphenyl)pyrimidin-2-yl, 5-(4- 
dimethylamino-phenyl)pyrimidin-2-yl, 5-(4-methylphenyl)pyrimidin-2-yl, 5-(4- 
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methylthiophenyl)-pyrimidin-2-yl, 5-(4-vinylphenyl)pyrimidin-2-yI, or5-(4- 
fluorophenyl)-pyriiniclin-2-yl. 

Another particularly preferred group of compounds is that wherein: 

(ii) Ar^ is a pyrazolyl ring optionally substituted with one or two substituents 
selected from alkyl or phenyl which is optionally substituted with a group selected 
from alkyl, halo or -SO2R (where R is alkyl. alkoxy, amino, mono- or disubstituted 
amino), preferably pyrazol-4-yl optionally substituted with one or two substituents 
selected from methyl or phenyl which is optionally substituted with a group selected 
from methyl, 2-propyl, fluoro, chloro, methoxy or -SO2NH2, more preferably l-(4- 
methylphenyl)pyrazol-4-yl, l-[4-(2-propyl)phenyl]pyrazol-4-yl, 1.(4- 
aminosulfonylphenyl)pyrazol-4-yl or l-'(4-fluorophenyl)pyrazol-4-yl. 

(iii) A third particularly preferred group of compounds is that wherein: 
Ar^is: 

pyridyl, preferably 4-pyridyl; 
quinoxaline, preferably quinoxalin-2-yl; or 

9H-1.3A9-tetraazafluorene, preferably 9H-1.3,4,9-tetraaza-fluor-2-ene. 

(c) A third more preferred group of compounds in group (J) is that wherein: 
Z is -N-; and 
B is -CH2S-. 

Within these preferred and more preferred groups, an even more preferred 
group of compounds is that wherein: 

The stereochemistry at the C-3 carbon of the pyrrolidine ring is (5); 

Q is a straight or branched alkylene chain of 1 to 3 carbon atoms, preferably 
-CH2-, -CH(CH3)-, -C(CH3)2-; and 

Ar* is naphthyl or a substituted phenyl ring. 
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Within these preferred and more preferred groups, particularly preferred group 
of compounds is that wherein: 

Ar' is a phenyl ring which is optionally substituted with one, two or three 
substituents selected from alkyl, cyano, nitro, halo, alkylenedioxy, oxy-C2-C3- 
alkylene, alkoxy or phenoxy, preferably one or two substituents selected from methyl, 
chloro, fluoro, bromo, methylenedioxy; more preferably 3-chlorophenyl, 4- 
chlorophenyl, 4-fluoro-3-methoxyphenyl, 2,4-difluorophenyU 3,4-difluorophenyl, 3- 
chloro-4-fluorophenyl, 4-chloro-3-fluorophenyl, 3,4-ethylenedioxyphenyl, 2-naphthyl, 
2,3-dichlorophenyl, 3,4-dichlorophenyl. 3,4-methylencdioxyphenyl, most preferably 
2,3-dichlorophenyl, 3,4-dichlorophenyl or 3,4-methylenedioxyphenyl. 

Within the above preferred, more preferred group and particularly preferred 
groups, an even more preferred group of compounds is that wherein: 

(i) Ar^ is pyrimidin-2-yl ring optionally substituted wiUi alkyl or a phenyl ring 
which is optionally substituted with one, two, or three substituents selected from alkyl, 
alkoxy, alkylthio, halo, alkenyl, amino, monosubstituted amino, disubstituted amino or 
benzofuran-2-yl, preferably a pyrimidin-2-yl ring optionally substituted with a phenyl 
ring which is optionally substituted with one, two, or three substituents sjelected from 
methyl, methoxy, methylthio, chloro, fluoro, vinyl, dimethylamino, most preferably 
pyriinidin-2-yl, 5-(benzofuran-2-yl) p^midin-2-yl, 5-phenylpyrimidin-2-yl, 5-(4- 
methoxyphenyl)-pyrimidin-2-yl, 5-(3,4-dimethoxyphenyl)-pyrimidin-2-yl, 5-(4- 
dimethylaminophenyl>-pyrimidin-2-yl, 5-(4-methylphenyl)pyrimidin-2-yl, 5-(4- 
methylthiophenyl)pyrimidin-2-yl, 5-(4-vinylphenyl)pyrimidin-2-yl, or 5-(4- 
fluorophenyl)pyrimidin-2-yl. 

(ii) Another particularly preferred group of compounds is that wherein: 

Ar^ is a pyrazolyl ring optionally substituted with one or two substituents 
selected from alkyl or phenyl which is optionally substituted with a group selected 
from alkyl, halo, or -SO2R (where R is alkyl, alkoxy, amino, mono- or disubstituted 
amino), preferably pyrazol-4-yl optionally substituted with one or two substituents 
selected from methyl or phenyl which is optionally substituted with a group selected 
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from methyl, 2-propyl, fluoro, chloro. methoxy, or -SO2NH2, more preferably l-(4- 
methylphcnyl)-pyrazol-4-yl, l-(4-methoxyphenyl)pyrazol-4-yl, l-[4-(2- 
propyI)phenyl]pyrazol-4-yl, l-(4-aminosulfonylphenyl)pyrazol-4-yl or l-(4- 
fluorophenyl)pyrazol-4-yl. 

(iii) A third particularly preferred group of compounds is thai wherein: 
Ar^is: 

. pyridyl, preferably 4-pyridyl; 
quinoxaline, preferably quinoxalin-2-yl; or 

9H-13,4,9-tetraazafluorene, preferably 9H-l,3,4,9-tetraaza-fluor-2-ene. 

(d) A third more preferred group of compounds in group (I) is that wherein: 
Z is -N-; and 
Bis-CH20-. 

Within these preferred and more preferred groups, an even more preferred 
group of compounds is that wherein: 

The stereochemistry at the C-3 carbon of the pyrrolidine ring is (S); 

Q is a straight or branched alkylene chain of 1 to 3 carbon atoin$» preferably 
-CH2-. -CH(CH3)-, -C(CH3)2-; and 

Ar* is naphthyl or a substituted phenyl ring. 

Within these preferred and more preferred groups, particularly preferred group 
of compounds is that wherein: 

Ar' is a phenyl ring which is optionally substituted with one, two, or three 
substituents selected from alkyl, cyano, nitro, halo, alkylenedioxy, oxy-C2-C3- 
alkylene, alkoxy or phenoxy, preferably one or two substituents selected from methyl, 
chloro, fluoro, bromo, methylenedioxy; more preferably 3-chlorophenyl, 4- 
chlorophenyl, 4-fluoro-3-methoxyphenyl, 2,4-difluorophenyl, 3,4-difluorophenyl, 3- 
chlor6-4-fluorophenyl, 4-chloro-3-fluorophenyl, 3,4-ethylenedioxyphenyl, 2-naphthyl, 
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2,3-dichlorophenyl, 3,4-dichlorophenyl, 3,4-methylenedioxyphenyl, most preferably 
2,3-dichlorophenyl, 3,4-dichlorophenyl or 3,4-methylenedioxyphenyL 

Within the above preferred, more preferred group and particularly preferred 
groups, an even more preferred group of compounds is that wherein: 

(i) Ar^ is pyrimidin-2-yl ring optionally substituted with alkyl or a phenyl ring 
which is optionally substituted with one, two, or three substituents selected from alkyl. 
alkoxy, alkylthio^ halo, alkenyl, amino, monosubstituted amino, disubstituted amino or 
benzofuran-2-yl, preferably a pyrimidin-2-yl ring optionally substituted with a phenyl 
ring which is optionally substituted with one, two, or three substituents selected from 
methyl, methoxy, methylthio, chloro, fluoro, vinyl, dimethylamino, most preferably 
pyrimidin-2-yl, 5-(benzofuran-2-yl) pyrimidin-2-yl, 5-phenylpyrimidin-2-yl, 5-(4- 
methoxyphenyl)-pyrimidin-2-yl, 5-(3,4-dimethoxyphenyl)pyrimidin-2-yl, 5-(4- 
dimethylaniinophenyl)-pyrimidin-2-yl, 5-(4-methylphenyl)pyrimidin-2-yl, 5-(4- 
methylthiophenyl)pyrimidin-2-yl, 5-(4-vinyIphenyl)pyrimidin-2-yl, or 5-(4- 
fluorophenyl)pyrimidin-2-yl. 

(ii) Another particularly preferred group of compounds is that wherein: 

Ar^ is a pyrazolyl ring optionally substituted with one or two substituents 
selected from alkyl or phenyl which is optionally substituted with a group selected 
from alkyl, halo, or -SO2R (where R is alkyl, alkoxy, amino, mono- or disubstituted 
amino), preferably pyrazol-4-yl optionally substituted with one or two substituents 
selected from methyl or phenyl which is optionally substituted with a group selected 
from methyl, 2-propyl, fluoro, chloro, methoxy, or -SO2NH2, more preferably l-(4- 
methylphenyl)-pyrazol-4-yl, l-(4-methoxyphenyl)pyrazol-4-yl, l-[4-(2- 
propyl)phenyl]pyrazol-4-yl, l-(4-aminosulfonylphenyl)pyrazol-4-yl or l-(4- 
fluorophenyl)pyrazol-4-yl. 

(iii) A third particularly preferred group of compounds is that wherein: 
Ar^is: 

pyridyl, preferably 4-pyridyl; 
quinoxaline, preferably quinoxalin-2-yl; or 
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9H.l,3,4,9-tetraazafluorene, preferably 9H-l,3,4.9-tetraaza-fluor-2-ene. 

(e) A fifth more preferred group of compounds in group (I) is that wherein: 
Z is -N-; and 
B -CH2N-. 

(H) Another preferred group of compounds is that wherein: 
Zis-N-; 

is hydrogen; and 
A is -NHCONH-. 

Within this preferred group (II). a more preferred group of compounds is that 
wherein: 

B is a bond. 

Within these preferred and more preferred groups, a particularly preferred 
group of compounds is that wherein: 

The stereochemistry at the C-3 carbon of the pyrrolidine ring is (S); 

Q is a straight or branched alkylene chain of 1 to 3 carbon atoms, preferably 

-CH2-, -CH(CH3K -C(CH3)2S 

Ar' is a naphthyl or a phenyl ring which is optionally substituted with one, two 
or three substituents, selected from alkyl, cyano, nitro, halo, methylenedioxy, 
ethylenedioxy, alkoxy or phenoxy; preferably one or two substituents methyl, chloro, 
fluoro, bromo, methylenedioxy; more preferably 3-chlorophenyl, 4-chlorophenyl, 4- 
fluoro-3-methoxy-phenyl, 2,4-difluorophenyl, 3.4-difluorophenyl, 3-chloro-4- 
fluorophenyl, 4-chIoro-3-fluorophenyl. 3,4-ethylenedioxyphenyl, 2-naphthyl, 2,3- 
dichlorophenyl, 3,4-dichloro-phenyl, 3,4-methylenedioxyphenyl, most preferably 2,3- 
dichlorophenyl, 3,4-dichloro-phenyl or 3,4-methylenedioxyphenyl; and 

Ar^ is an aryl ring, preferably a phenyl ring which is optionally substituted with 
one, two, or three substituents selected from alkyl or alkoxy, preferably a phenyl ring 
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Optionally substituted with one or two substituents selected from methyl or methoxy; 
more preferably phenyl, 3-methylphenyl, 4-methylphenyl, 3-medioxyphenyl or 4- 
methoxyphenyL 

Furdiermorc preferred embodiments of the present invention are: 

(Z) Compounds of Formula (I) as defined as the first aspect of the present 
invention wherein Z is -N-; R' is hydrogen and A is -NHC(0)-- 

(1) The compound of (Z) wherein Ar^ is a naphlhyl or a phenyl ring substituted 
with one, two, or three substituents selected from alkyl, cyano, nitro, halo, 
methylenedioxy, ethylenedioxy, alkoxy or phenoxy. 

(2) The compound of (1) wherein Q and B are -CH2-. 

(3) The compound of (2) wherein Ar^ is an aryl ring. 

(4) The compound of (3) wherein: 

Ar' is a phenyl ring substituted with one, two, or three substituents 
selected from methyl, chloro, fluoro, bromo, or methylenedioxy; and 

Ar^ is a phenyl ring optionally substituted with one, two, or three 
substituents selected from alkoxy, alkylthio, halo, amino, -NHC(0)R' (where 
R ' is alkyl or optionally substituted phenyl), hydroxy, or -SOaMe. 

(5) The compound of (4) wherein Ar' is 3-chlorophenyl, 4-chlorophenyl, 3,4- 
difluorophenyl. 3-chloro-4-fluorophenyl, 4-chloro-3-fluorophenyl, 4-'fluoro-3- 
methoxyphenyl, 2,4-difluorophenyl, 3,4-ethylenedioxyphenyl, 2,3- 
dichlorophenyl, 3,4-dichIorophenyl, or 3,4-methylenedioxyphenyl. 
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(6) The compound of (5) wherein is a phenyl ring optionally substituted with 
one, two, or three substituents selected from methyl, methylthio, hydroxy, 
methoxy, acetyl, chloro, fluoro, bromo, or -NHC(0)R ' (where R ' is methyl or 
a phenyl ring optionally substituted with one, two, three, or four substituents 
selected from methyl, methoxy, fluoro, or chloro)- 

(7) The compound of (6) wherein Ar^ is phenyl, 3-(2,5-difluoro-4-chlorophenyl- 
carbonylamino)phenyl, 4-(2,3,4,5-tetrafluorophenylcarix)nylamino)phenyl, 
3-(2,4-dimethoxyphenylcarbonylamino)phenyl, 3- 
(phenylcarbonylamino)phenyl, 3-acetylaminophenyl, 3-fluoro-4- 
hydroxyphenyl, 3-fluorophenyl, 3-methoxy-phenyl, or 4-hydroxy-3- 
methoxyphenyL 

(8) The compound of (7) wherein: 

Ar' is 23-dichlorophenyl; and 

Ar^is 3-fluoro-4-hydroxyphenyl; 
namely,Ar-(l-(2,3-dichlorobenzyl)pynrolidin-3K5Vylmethyl]-2-(3-^^ 
hydioxyphenyl)acetamide. 

(9) The compound of (7) wherein: 

Ar* is 2,3-dichIorophenyl; and 

Ar^is 3-acetylaminophenyl; 
namely, //-[lK2,3-dichlorobenzyl)pyn-olidin-3-(5)-ylmethyl]-2-(3-^^^ 
phenyl)acetamide. 

(10) The compound of ( 1 ) wherein: 

Q is -CHi- and B is -(CH2)2-; 



(1 1) The compound of (10) wherein Ar^ is a heteroaryl ring. 
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(12) The compound of (1 1) wherein: 

At' is a phenyl ring substituted with one, two, or three substituents 
methyl, chloro, fluoro, bromo, or methylenedioxy. 

(13) The compound of (12) wherein Ar' is 3-chlorophenyl, 4-chlorophenyl, 3,4- 
difluorophenyl, 3-chloro-4-fluorophenyl, 4-chloro-3-fluorophenyl, 4-fluoro-3- 
methoxyphenyl, 2,4-difIuorophenyl, 3,4-ethylenedioxyphenyl, 2,3- 
dichlorophenyl, 3,4-dichlorophenyl, or 3,4-methylenedioxyphenyl. 

(14) The compound of (13) wherein Ar^ is a pyrimidin-2-yl ring optionally 
substituted at the S-position with a phenyl ring which is optionally substituted 
with one, two, or three substituents selected from methyl, methoxy, methylthio, 
chloro, fluoro, vinyl, or dimethylamino. 

(15) The compound of (14) wherein Ar^ is pyrimidin-2-yl, 5-phenyIpyrimidin-2-yl, 
5-(4-methoxyphenyl)pyrimidin-2-yl, 5-(3,4-dimethoxyphenyl)pyrimidin-'2-yl, 
5-(4-methylthiophenyl)pyrimidin-2-yl, 5-(4-dimethylaminophenyl)pyrimidin- 
2-yl, 5-(4-methylphenyl^yrimidin-2-yl or 5-(4-fluon)phenyl)pyrimidin-2-yl. 

(16) The compound of (15) wherein: 

Ar' is 2,3-dichlorophenyl; and 
Ar^is 5-(4-methoxyphenyl)pyrimidin-2-yl; 
namely, iS^[l-(2,3-dichlorobenzyl)pyrn)lidin-3-ylmethyl]-3-[5-(4- 
methoxyphenyl)-pyrimidin-2-yl]propionamide. 

(17) Thecompoundof (15) wherein: 

. Ar* is 3,4-dichlorophenyl; and 
Ar^ is 5-(4-methoxyphenyl)pyrimidin-2-yl; 
namely, //-[l-(3,4-dichlorobenzyl)pynolidin-3-ylmethyl]-3-[5-(4- 
methoxyphenyI)-pyrimidin-2-yl]propionamide. 
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(18) The compound of (1) wherein Q is -CH2- and B is -CH2S-. 

(19) The compound of (18) wherein: 

Ar^ is a heteroaryl ring. 

(20) The compound of (19) wherein: 

Ar^ is a phenyl ring optionally substituted with one, two, or three 
substituents methyl, chloro, fluoro, bromo, or methylenedioxy. 

(21) The compound of (20) wherein Ar' is 3-chlorophenyl, 4-chlorophenyl, 3,4- 
difluorophenyl, 3-chloro-4-fIuorophenyl, 4-chloro-3-fluorophenyl, 4-fluoro-3- 
methoxyphenyl, 2,4-difIuorophenyl, 3,4-ethylenedioxyphenyl, 2,3- 
dichlorophenyl, 3,4-dichlorophenyl, or 3,4-methylenedioxyphenyL 

(22) The compound of (21) wherein Ar^ is a pyrimidin-2-yl ring optionally 
substituted at the 5-position with a phenyl ring which optionally substituted 
with one, two, or three substituents selected from methyl, metiioxy, methylthio, 
chloro, fluoro, vinyl or dimetiiylamino. 

(23) The compound of (22) wherein Ai^ is pyrimidin-2-yl, 5-phenylpyrimfldin-2-yl, 
5-(4-methoxyphenyl)pyrimidin-2-yl, 5-(3,4-^ethoxyphenyl)pyrimidin-2-yl, 
5-(4-methylthiophenyl)pyrimidin-2-yU 5-(4-dimethylaminophenyl)pyrimidin- 
2-yl, 5-(4-methylphenyl)pyrimidin-2-yl or 5-(4-fluorophenyl)pyrimidin-2-yl. 

(24) The compound of (23) wherein: 

Ar' is 2,3-dichlorophenyl; and 
Ar^ is 5-(4-methoxyphenyl)pyrimidin-2-yl; 
namely, A^-[l-(2,3-dichlorobenzyl)pyrTolidin-3-ylmethyl]-2-[5-(4-methoxy- 

phenyl)pyrimidin-2-ylsulfanyl]acetamide. 
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(25) The compound of (24) wherein: 

Ar' is 3,4-dichlorophenyl; and 

Ar^is 5-(4-methoxyphenyl)pyrimidin-2-yl; 
namely, 7\^-[l-(3,4-dichlorobenzyl)pyrrolidin-3-ylniethyll-245K4-m 
phenyl)pyrimidin-2-ylsulfanyI]acetamide. 

(26) The compound of (24) wherein: 

Ar' is 3,4-methylenedioxyphenyl; and 

Ai^ is 5-(4-methoxyphenyl)pyrimidin-2-yl; 
namely, Ar-[l-(3,4-methylenedioxybenzyl)pyrrolidin-3-ylmethyl]-2-[5-(4- 
methoxyphenyl)pyrimidin-2-ylsulfanyl]acetamide. 

(27) The compound of (1) wherein Q is -CH2- and B is -CH2O-. 

(28) The compound of (27) wherein: 

Ar^ is a heteroaryl ring. 

(29) The compound of (28) wherein: 

Ar* is a phenyl ring optionally substituted with one, two, or three 
substituents methyl, chloro, fluoro, bromo, or methylenedioxy. 

(30) The compound of (29) wherein Ar* is 3-chlorophenyU 4-chlorophenyl, 3,4- 
difluorophenyl, 3-chloio-4-fluorophenyl, 4-chlon)-3-fluorophenyl, 4-fluoro-3- 
methoxyphenyl, 2,4-difluorophenyl, 3,4-ethylenedioxyphenyl, 2,3- 
dichlorophenyU 3,4-dichlorophenyl, or 3,4-methylenedioxyphenyl. 

(31) The compound of (30) wherein Ar^ is a pyrimidin-2-yl ring optionally 
substituted at the 5-position with a phenyl ring which optionally substituted 
with one, two, or three substituents selected from methyl, methoxy, methylthio 
chloro, fluoro, vinyl or dimethylamino. 
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(32) The compound of (3 1) wherein Ar^ is pyrimidin-2-yl, 5-phenylpyrimidin-2-yl, 
5-(4-methoxyphenyl)pyrimidin-2-yl, 5-(3,4-climethoxyphenyl)pyrimidin-2-yl, 
5-(4-inethylthiophenyl)pyriniidin-2-yl, 5-(4-dimethyIaminophenyl)pyrimidin- 
2-yl, 5-(4-methylphenyl)pyrimidin-2-yl or 5-(4-fluorophenyl)pyrimidin-2-yl. 

(33) The compound of (32) wherein: 

At' is 2,3-dichlorophenyl; and 

Ar^is 5-(4-methoxyphcnyl)pyrimidin-2-yl; 
namely, iV-[l-(2,3-dichlorobenzyl)pyrrolidin-3-ylmethyl]-2-[5-(4-methoxy- 
phenyl)pyrimidin-2-yloxy]acetamide. 

(34) The compound of (32) wherein: 

Ar^ is 3,4-dichlorophenyl; and 

Ar^ is 5-(3,4-dimethoxyphenyl)pyrimidin-2-yl; 
namely, l-(3,4-dichlon>benzyl)pyrrolidin-3-ylmethyl]-2-[5-(3,4-dimethoxy- 
phenyl)pyrimidin-2-yloxy]acetamide. 

(35) The compound of (32) wherein: 

Ar^ is 2,3-dichlorophenyI; and 

Ar^ is 5-(4-methylthiophenyl)pyriniidin-2-yl; 
namely. N'[ l-(2,3KUchlorobenzyl)pyrroIidin-3-ylmethyl]-2-[5-(4-methyl- 
thiophenyl)pyrimidin-2-yloxy]acetamide. 

(36) The compound of (Z) wherein is hydrogen and A is -NHC(0)NH-. 

(37) The compound of (36) wherein Ar^ is a naphthyl or a phenyl ring optionally 
substituted with one, two or three substituents selected from alkyl, cyano, nitro, 
halo, methylenedioxy, ethylenedioxy, alkoxy or phenoxy. 



(38) The compound of (37) wherein Q is -CH2- and B is a bond or -CH2-. 
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(39) The compound of (38) wherein Ar^ is an aryl ring. 

(40) The compound of (39) wherein: 

At' is a phenyl ring optionally substituted with one, two, or three 
substituents selected from methyl, chloro, fluoro, bromo, or methylenedioxy; 
and 

Ar^ is a phenyl ring optionally substituted with one or two substituents 
selected from alkyl or alkoxy. 

(41) The compound of (40) wherein Ar^ is 3-chlorophenyl, 4-chlorophenyl, 3,4- 
difluorophenyl, 3-chloro-4-fluorophenyl, 4-chloro-3-fluorophcnyl, 4-fluoro-3- 
methoxyphenyl, 2,4-difluorophenyl, 3,4-ethylenedioxyphenyl, 2,3- 
dichlorophenyl, 3,4-dichlorophenyl, or 3,4-methylenedioxyphenyl. 

(42) The compound of (41) wherein Ar^ is a phenyl ring optionally substituted with 
one or two substituents selected from methyl or methoxy. 

(43) The compound of (42) wherein Ar^ is phenyl, 3-methylphenyl, 4-methylphenyl, 
3-methoxyphenyl or 4-methoxyphenyl. 

Specifically preferred compounds of the present invention are: 
N-[l-(2,3-dichlorobenzyl)pyrn)lidin-3</?5)-ylmethylh245-(4-methox 

pyrimidin-2-ylsulfanyl]acetamide. 

A^-[l-(2,3-dichlorobenzyl)pyrrolidin-3-(/?5)-ylmethyl]-3-[5-(4-methoxyphenyl)- 

pyrimidin-2-yl]propionaniide. 

N-[l-(2,3-dichlorobenzyl)pyn:olidin-3K/?5)-ylmethyl]-3-[5<4-methoxyphenyl)^ 

pyrimidin-2-yl]propionamide hydrochloride salt. 

//-[l-(3,4-dichlorobenzyl)pyrrolidin-3-(/?5)-ylmethyl]-2-[5K4-nieA^^ 

pyrimidin-2-ylsulfanyl]acetamide. 

iV-[l-(3,4-methylenedioxybenzyl)pyrrolidin-3-(/?S)-ylmethyl]-2-[^^^ 
phenyl)pyrimidin-2-ylsulfanyI]acetamide hydrochloride salt. 



wo 00/31032 



PCT/EP99/08665 



45 

N'[ l-(23-dichlorobenzyl)pyrrolidin-3-(/?S)-ylmethyl]-3-[5-(3,4^meth 
phenyl)pyrimidin-2-yl]propionamide. 

Af-[l-(23-dichlorobenzyl)pyrrolidin-3-(/?S)-ylmethyll-2-[5K4-m^ 
pyrimidin-2-ylsulfanyl]acetamide hydrochloride salt. 

N-[l-(23-dichlorobenzyl)pyrroIidin-3-(/?5)-ylmethyl]-2-[5"(4-^ 
pyrimidin-2-yloxy]acetamide. 

N-[l-(23-^chlorobenzyl)pyrrolidin-3-(/?5)-ylmethyl]-3-[5-(^^^ 
pyriinidin-2-yl]propionaniide. 

N -l-(3,4-DichlorobenzyI)-l-methyl.3-(/?5)-{ [2-(5-phenylpyrimidin-2. 
ylsulfanyI)-acetylainino]methyl }pyiTolidiniuin iodide. 

A^-[lK3,4-dichlorobenzyI)pyiTolidin-3</?5)-ylmelhyl]-3-[5-(3,^^ 
phenyl)pyrimidin-2-yl]propionainide. 

N-[l -(3-K:hlorobenzyI)pynx)lidin-3-(/?5)-ylmethyl]-3-[5-(4-inethoxybenzyl)- 
pyrimidin-2-yl]propionamide. 

A^-[l-(3,4-methylenedioxybenzyl)pyrroIidin-3-(/?S>yImeth^^ 
pyriinidin-2-ylsulfanyl]acetamide. 

A^-[lK3,4-dichlorobenzyl)pyrrolidin-3-(/?5)-ylmethyl]-2-[5-^ 
phenyl)pyrimidin-2-yloxy]acetainide. 

N-[l-(23-dichlorobenzyl)pyrrolidin-3-(i?S>ylmethyll-^^ 
phenyl)pyrimidin-2-yloxy]acetamide. 

iV-[l<3-chloiobenzyl)pyrrolidin-3K/?S)-ylmeAyl]-2-[5-(4-m 
. pyrimidin-2-ylsiilfanyl]acetainide. 

A^-[l-(23-dihydK)bcnzofuran-5-yl)pyiTolidin-3-(/?S)-^^ 
methoxy-phenyl)pyriniidin-2-ylsulfanyl]acetamide. 

Ar-tlK23-<iichloiDbenzyl)pyrroIidin-3-(/lS)-ylmethyl]-2-[5-phenylp 
ylsulfanyl]acetamide. 

//-[l.(3,4.methylenedioxybenzyl)pyrrohdin-3-(/?5)-ylmethyl]-3-[5K4-metho^ 
phenyl)pyriinidin-2-yl]propioamide hydrochloride salt. 

Af-[l-(23'dichlorobenzyl)pyrrolidin-3-(/?5)-ylmcthyl]-2-[5-^^^ 
pyrimidin-2-yloxylacetamide. 
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^.[l.(3^4-clichlorobenzyl)pyrrolidin-3-(/W)-ylmethyll-3-[^ 
phenyl)pyriniidin-2-yl]propioainide hydrochloride salt. 

Ar-[l-(23-dichlorobenzyl)pyn-olidin-3-(S)-ylmethyl]-2-(3-fluoro-4-hydro 

phenyOacetamide. 

A^-[l-(23-^chlorobenzyl)pym)lidin-3-ylinethyll-2-(3-- 
acetylaminophenyOacetamide. 

The compounds of the present invention can be prepared in a number of ways 
known to one skilled in the art. PrcfOTed methods include, but arc not limited to, the 
general synthetic procedures described below. 

The starting materials and reagents used in preparing these compounds are either 
available from commercial suppliers such as Aldrich Chemical Co., (Milwaukee, 
Wisconsin, USA), Bachem (Torrance, California, USA), Emka-Chemie, or Sigma (St. 
Louis, Missouri, USA), Maybridge (Dist: Ryan Scientific, P.O. Box 6496, Columbia, SC 
92960), Bionet Research Ltd., (Cornwall PL32 9QZ, UK), Menai Organics Ltd, 
(Gwynedd, N. Wales, UK), Butt Park Ltd, (Dist. Interchim, Monducon Qtdex, fiance) 
or arc prcparcd by methods known to those skilled in the art following pn)cedures set 
forth in references such as Fieser and Fieser's Reagents for Organic Synthesis, Volumes 
1-17 (John Wiley and Sons, 1991); Rodd's Chemistry of Carbon Compounds, Volumes 1- 
5 and Supplementals (Elsevier Science Publishers, 1989), Organic Reactions, Volumes 
MO (John Wiley and Sons, 1991), March's Advanced Organic Chemistry, (John Wiley 
and Sons, 1992), and Larock's Comprehensive Organic Transformations (VCH 
Publishers Inc., 1989). These schemes arc mercly illustrative of some methods by which 
the compounds of this invention can be synthesized, and various modifications to these 
schemes can be made and will be suggested to one skilled in the art having referred to this 
disclosure. 

The starting materials and the intermediates of the reaction may be isolated and 
purified if desired using conventional techniques, including but not limited to filtration. 
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distillation, crystallization, chromatography, and the like. Such materials may be 
characterized using conventional means, including physical constants and spectral data. 

Synthesis of Compounds of Formula (Y) 
In general, compounds of Foraiula (I) where Z is -N- and A, B, R\ R^ R^, R^ R^, 
R^, Q, Ar^ and Ar^ are as defined in the first aspect of the present invention are prepared 
from 3-aminomethyl-pynnolidines (la) or (lb) or 3-hydroxymethylpynolidine (Ic) as 
shown in Rg. 1 below. A compound of Formula (I) where Z is -N- can be converted to a 
corresponding compound of Formula (I) where -N*R- X', if desired, by alkylation with an 
alkylating agent RX where R is as defined in the first aspect of the present and X is a 
leaving group. 




Fig. 1 
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Synthesis of compounds of Formulae (la), (lb) and (Ic) and their conversion to 
compounds of Formula (I) are described in detail in Schemes A-D and E-K, 
respectively. 

Svnthesis of compounds of Formulae fla). Gb) and fic) 
Synthesis of Compounds of Formula (la) 
Scheme A 

A compound of Formula (la) where is hydrogen is prepared as shown in 
Scheme A below. 




Treatment of conmiercially available dimethyl itaconate of formula 1 with 
ammonia gives 4-aminocaibonyl-2-pyrroIidinone 2. Reduction with a suitable reducing 
agent (such as lithium aluminum hydride, diborane, and the like) in an apiotic organic 
solvent such as tetrahydrofiiran gives 3-aminomethylpyrrolidine 3. Protection of the 
primary amino group as the benzylimine, followed by treatment with di-rm-butyl 
dicarbonate in the presence of a base (e.g., sodium hydroxide, sodium caibonate, 
triethylamine, and the like) gives 3-[(benzylideneaminomethyl)-l-^err- 
butoxycarbonylpynolidine which upon a mild acidic workup provides the desired 3- 
aminomethyM-/e/t-butoxycarbonylpyrrolidine of Formula (la). Compound (la) is then 
converted to a compound of Formula (I) as described in Schemes E-K below. 
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Scheme B 

A compound of Formula (lb) where is hydrogen can be prepared as described 
in Scheme B below. 




NHBoc 



6 7 . 8 




Treatment of l-benzyl-5-oxo-pyrrolidine3-carboxyIic acid methyl ester 4 with * 
ammonia provides 3-aminocarbonyl-l-benzyl-2-pyrrolidinone 5. Reduction of 5 with a 
suitable reducing agent (such as lithium aluminum hydride, diborane and the like) in an 
aprotic organic splvent such as tetrahydroftiran gives 3-aminomethyl-l-benzylpyrrolidine 
6. Protection of the primary amino group as the rerr-butoxycarbonyl, followed by 
debenzylation under standard hydrogenation reaction conditions provides 3-(re/t- 
butoxycarbonylaminomethyl)pyrrolidine 8 . Compound 8 is then converted to a 
compound of Formula (lb) by reacting it with a compound of formula Ar^-Q-Y where Y 
is an aldehyde (-CHO) or a keto (-C(O)R where R is alkyl) group, followed by removal of 
the Boc group. The reaction of 8 with Ar*-Q-Y is carried out under reductive amination 
reaction conditions i.e., in the presence of a suitable reducing agent (e.g., sodium 
cyanoborohydride, sodium triacetoxyborohydride, and the like) and an organic acid (e.g.. 
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glacial acetic acid, trifluoroacetic acid, and die like) at ambient temperature. Suitable 
solvents for the reaction are halogenated hydrocarbons (e.g., 1,2-dichloroethane, 
chloroform, and the like). 

In general, compounds of formula Ar^-Q-Y are commercially available. For 
example, benzaldehyde, acetophenone, 3,5-dichloipbenzaldehyde. 2-phenylpropion- 
aldehyde, and the like are commercially available. Compound (lb) is then converted to 
a compound of Formula (T) as described in Schemes E-K below. 

Scheme C 

Alternatively, a compound of Formula (lb) where is hydrogen is prepared as 
shown in Scheme C below. 




Treatment of conmiercially available dimethyl itaconate of formula i with an' 
amine of formula 9 (where Ar* is as defined in the Summary of the Invention) provides a 
compound of formula 10 which is converted to a compound of Fonnula (lb) as described 
above. Compounds of formula 9 such as benzylamine, 3,4-dichlorobenzylamine, 
phenethylamine, and the like are comonercially available. 
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Scheme D 



A compound of Formula (Ic) where R is hydrogen is prepared as shown in 
Scheme D below. 



Reduction of l-benzyl-5-oxo-pynnolidine-3-carboxylic acid methyl ester 11 with a 
suitable reducing agent (such as lithium aluminum hydride, borane, and the like) gives N- 
benzyl-S-hydroxymethylpynolidine IZ Removal of the benzyl group under catalytic 
hydrogenation reaction conditions followed by reaction of 3-hydroxymethylpyiTole 13 
with di-reit-butyl dicarbonate in the presence of a base (e.g., sodium hydroxide, sodium 
carbonate, and the like) gives iV-rerr-butoxycarbonyl-3-hydroxymethylpyrrolidine of 
Formula (Ic). Compound (Ic) is then converted to a compound of Formula Q) as shown 




11 




Boc 



(Ic) 



below. 
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Synthesis of Compounds of Formula (D from Compounds of Formulae I(a-c) 
Compounds of Formula (I) where Z is -N- and is hydrogen are prepared from 
compounds of Formulae I(a-c) as described in Schemes E - K below. 

Scheme E 

Compounds of Formula (D where A is -N(R^)C(0)- where is hydrogen are 
prepared from a compound of Formula (la) or (lb) as described in Scheme E below. 



14 



_X^NH2 Ar^-B-COX 

Q 

Boc 

aa) 15 



(Af^-B-C0)20 



NHC(0)-B-Ar^ 




>^NHC(0)-B-Ar* 

Ar^-Q-Y 



N 
I 

H 
17 

Altemate Route 



18 



NHC{0)-B-Ar2 



N 
Q 

0) 



10 



IS 



14.or15 



(D 



Reaction of a compound of Formula (la) with a compound of formula 14 where B 
is as defined in the Summary of the Invention and X is a leaving group under acylating 
conditions such as a halo (particularly CI or Br) or a hydroxy group gives a compound of 
formula 16. The reaction conditions employed for the preparation of 16 depend on the 
nature of the X group. If X is a hydroxy group, the reaction is carried out in the 
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presence of a suitable coupling agent (e.g., N,N-dicyclohexylcarbodiimide, l-(3- 
ciimethylamino-propyl>3-ethylcarbodiiniide, and the like). If X is a halide the reaction is 
carried out in the presence of a non-nucleophilic organic base (e.g., triethylamine or 
pyridine, preferably pyridine). Suitable organic solvent are methylene chloride, 
tetrahydrofiiran, and the like. 

Itematively, 16 can be prepared by heating (la) with an acid anhydride. Suitable 
solvents for the reaction are tetrahydrofuran, dioxane, and the like. Compounds of 
formula 14 such as 4-(2,5-dimethylphenyl>4-oxobutyric acid, 4-(acetylphenoxy)acetic 
acid, N-phenylsulfonylglycine, 2-(6-methoxynaphth-2-yl>2-methylacetic acid, 3- 
benzenesulfonyl-propionic acid, 4-(thiophen-2-ylpyrazol-l-yl)acetic acid, 2-(l- 
acetylnaphth-2-yloxy)-2-methylacetic acid, 2-(4-metiiyl[l,23]thiadiazol-5- 
ylsulfanyOacetic acid, 2-(quinoxalin-2-ylsulfanyl)acetic acid are conmiercially available. 

Treatment of 16 with an aqueous acid or anhydrous acid such as hydrochloric 
acid or trifluoroacetic acid in dichloromethane gives a compound of formula 17 which is 
then converted to a compound of Formula (J) by procedures well known in the art. Some 
such procedures are described below. 

A compound of Formula (I) can be prepared: 

(i) by reacting a compound of Formula 17 with a compound of formula 18 where Y 
is an aldehyde (-CHO) or a keto (-C(0)R where R is alkyl) group as described 

previously; or 

(ii) by reacting a compound of formula a compound of Formula 17 with a compound 
of formula 18 where Y is a leaving group under alkylating conditions such as halo (e.g., 
chloro, bromo or iodo) or sulfonyloxy group (e.g., methylsulf onyloxy or 4- 
methylphenylsulfonyloxy or trifluoromethylsulfonyloxy). The reaction is carried out in 
the presence of a base such as sodium carbonate, sodium hydride, triethylamine and the 
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like. Suitable solvents are aprotic organic solvents such as tetrahydrofuran, N,N- 
dimeihylfonnamide, and the like. 

In general, compounds of formula 18 where Y is an aldehyde or ketone group 
5 are commercially available. For example, benzaldehyde, acetophenone, 3,5- 

dichlorobenzaldehyde, 2-phenylpropionaldehyde, and the like are conmiercially 
available. Aralkyl halides such as benzyl bromide, 3.4-dichlorobenzyl bromide, and 
the like are also conmiercially available. Others can be prepared from suitable starting 
materials such as phenylacetic acid, phenylpropanol, benzyloxyethanoU 3,5- 
10 dichlorobenzaldehyde, 2-phenylpropionaldehyde, etc., by reducing the aldehyde, ketone 
or carboxy group to an alcohol, followed by treatment with a suitable halogenating agent 
(e.g., thionyl chloride, thionyl bromide, carbon tetrabromi(te in the presence of 
triphenylphosphine, and the like) or sulfonylating agent (e.g., methylsulfonyl chloride, 
para-toluenesulfonyl chloride and triflic anhydride) respectively. Suitable aldehyde. 
15 ketone or carboxy reducing agents include lithium aluminum hydride, borane and the like. 

Alternatively, a compound of Formula (I) can be prepared directly by reacting a 
compound of Formula (lb) with a compound of formula 14 or 15 utilizing the reaction 
conditions described above. 
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Scheme F 

Compounds of Foraiula (I) where Z is -N-, is hydrogen and A is 
-N(R^)C(0)N(R^)- or -N(R^)C(S)N(R^)- are prepared as described in Scheme F below: 

1.CDI/rCDI 

Q 

I 

Boc 



^NHC(X)-N(R^B-Ar2 

. Q 

I 

(X = OorS) 

A compound of Formula (I) where A is a urea/thiourea group can be prepared 
from a compound of Formula (la) by first preparing a compound of formula 19 either 

(i) by reacting a compound of Formula (la) with an activating agent such as carbonyl 
diimidazole/ thiocarbonyl diimidazole, followed by nucleophilic displacement of the 
imidazole group with a primary or secondary amine. The reaction occurs at ambient 
temperature. Suitable solvents include polar organic solvents (e-g., tetrahydrofuran, 
dioxane and the like); 

(ii) by reacting a compound of Formula (la) with a carbampyl/thiocarbamoyl halide. 
The reaction is carried oiit in the presence of a non-nucleophilic organic base. Suitable 
solvents for the reaction arc dichloromethane. 1,2-dichloroethane. tetrahydrofuran or 
pyridine; or 

(iii) by reacting a compound of Formula (la) with an isocyanate/isothiocyanate in an 
aprotic organic solvent (e.g., benzene, tetrahydrofuran, dimethylformamide and the like). 



2. Ar^-B-NH(R^ 
X 

Ar^-B-N(R^(!I-L 



Ar2-B-N=C=X 



/-NHC(X)-N(R^)-B-Ar^ 

o 



N 
I 

Boc 
19 
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Compound 19 is then converted to a compound of Formula (I) as described in 
Scheme E above. 

Compound (I) can be prepared directly from a compound of Formula (lib) by 
carrying out the steps (i)-(iii) above. 

Scheme G 

Compounds of Formula Q) where Z is -N-, is hydrogen and A is -N(R^)SOr 
where is hydrogen arc prepared as described in Scheme G below: 



A compound of Formula (I) where A is a sulfonamido group can be prepared by 
reacting a compound of Formula (la) with a sulfonyl halide, utilizing the reaction 
conditions described in method (ii) of Scheme D above to give a compound of foimula 
20 which is then converted to a compound of Formula (I) as described in Scheme E 
above. 

Sulfonyl halides are conunercially available or may be prepared by methods such 
as those described in (1) Langer, R. F.; Can. J. Chem. 61, 1583-1592, (1983); (2) Aveta, 
R.; et al.; Gazetta Chimica Italiana, 1 16, 649-652, (1986); (3) King, J. F. and KGUhouse, 
J. H.; Can, J. Chem/, 54, 498, (1976); and (4) Szymonifka, M. J. and Heck, J. V.; TeL 
Le«.; 30, 2869-2872, (1989). 




Boc 
(la) 



Boc 
2Q 
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Scheme H 

Compounds of Formula (I) where Z is -N-, is hydrogen and A is 
rN(R^)S02N(R^)- where is hydrogen are prepared as described in Scheme H below: 

/^NHa ^^NHSOgNR^-B-Ar^ 



rC^ rC' 

LJ Ar2-B-N(R3).S02L \J 
N »■ N 

Boc Boc 

(la) 21 



5 «> 

A compound of Formula (I) where A is a sulfamide group can be prepared by 

reacting a compound of Formula (la) with a sulfamoyl halide, utilizing the reaction 
conditions described in meUiod (ii) of Scheme E above to give a compound of iFormula 
21 which is tiien converted to a compound of Formula (I) as described in Scheme C 
10 above. 

Sulfamoyl halides are commercially available or may be prepared by methods 
such as those described in Graf, R; German Patent, 931225 (1952) and Catt, LD. and 
Mader, WI.; J. Org, Chem., 39, 566-568, (1974). 
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Scheme I 

Compounds of Formula (I) where Z is -N-, is hydrogen and A is - 
N(R^)C(0)0- where is hydrogen are prepared as described in Scheme I below: 



/-NHg ^/^NHC(0)-0-B-Ar^ 



^ 2. Ar^-B-OH *t 

Boc 22 ^ 

(la) 23 



NHC(0)-0-B-Ar^ 



N 
I 

Q 

(I) 



A compound of Fonnula (I) where A is a carbamate group can be prepared by 
first converting a compound of Fonnula (la) to a compound of formula 7^ by reacting it 
with an activating agpnt such as carbonyl diimidazole, followed by nucleophilic 
displacement of the imidazole group with an alcohol of formula 22. The reaction occurs 
10 at ambient temperature. Suitable solvents include polar organic solvents (e.g.» 

tetrahydrofuran, dioxane and the like). A compound of formula 24 which is then 
converted to a compound of Formula (I) as described in Scheme E above. 



15 



Alcohols of formula 22 such as benzyl alcohol, 3-benzylpropanol, and the like are 
commercially available. 
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Scheme J 

Compounds of Formula (I) where Z is -N-, is hydrogen and A is ■ 
OC(0)N(R^)- are prepared as described in Scheme J below: 



'i' 2. Ar2-B-NH(R2) "i" 

Boc 24 

ac) ~ 25 



^ 

(D 

A compound of Formula Q) where A is an inverse carbamate group can be 
prepared by first converting a compound of Fomiula (Ic) to a compound of formula 25 by 
reacting it with an activating agent such as carbonyl diimidazole, followed by 
nucleophilic displacement of the imidazole group with an amine of formula 24. The 
reaction occurs at ambient temperature. Suitable solvents include polar organic solvents 
(e.g., tetrahydrofuran, dioxane and the like). A compound of formula 25 which is then 
convened to a compound of Formula (I) as described in Scheme E above. 



It will be recognized by one skilled in the art that above procedures can be 
utilized to prepare compounds of Formula (I) directly from a compound of Formula (lb). 
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.Synthesis of a Compounds of Formula fP where Z is -N- to a corresponding 
Compound of Formula (D where Z is -I^TR- 
Scheme K 

A compound of Formula (I) where Z is -N*R- can be prepared from a 
corresponding compound of Fbrmula (I) as shown in Scheme K below. 



A compound of Formula (I) is converted to a corresponding compound of 
Formula (J) where Z is -I^TR- where R is an alkyl, haloalkyl, aralkyl, hydroxyalkyl, 
carboxyalkyU alkoxycaibonylalkyl, or cyanoalkyl group and XT is iodide, by stirring it in 
neat alkyl iodide such as methyl iodide, ethyl iodide, and the like. 

The iodide salt can be converted to its corresponding chloride salt by utilizing a 
suitable ion exchange resiri such as Dowex 1x8-50. 

The compounds of the invention are CCR-3 receptor antagonists and inhibit 
eosinophil recruitment by CCR-3 chemokines such as RANTES, eotaxin, MCP-2, 
MCP-3 and MCP-4. Compounds of this invention and compositions containing 
them are useful in the treatment of eosiniphil-induced diseases such as inflanunatory or 
allergic diseases and including respiratory allergic diseases such as asthma, allergic 
rfiinitis, hypersensitivity lung diseases, hypersensitivity pneumonitis, eosinophilic 
pneumonias (e.g., chronic eosinophilic pneumonia); inflammatory bowel diseases (e.g., 
Crohn's disease and ulcerative colitis); and psoriasis and inflanunatory dermatoses 
such as dermatitis and eczema 
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The CCR-3 antagonistic activity of the compounds of this invention was 
measured by in vitro assays such as ligand binding and chemotaxis assays as described 
in more detail in Examples 14, 15 and 16. In vivo activity was assayed in the 
Ovalbumin induced Asthma in Balh/c Mice Model as described in more detail in 
Example 17. 

In general, the compounds of this invention will be administered in a 
therapeutically effective amount by any of the accepted modes of administration for 
agents that serve similar utilities. The actual amount of the compound of this 
invention, i.e., the active ingredient, will depend upon numerous factors such as the 
severity of the disease to be treated, the age and relative health of the subject, the 
potency of the compound used, the route and form of administration, and other factors. 

Therapeutically effective amounts of compounds of Formula (I) may range firom 
approximately 0,01-20 mg per kilogram body weight of the recipient per day; 
preferably about 0.1-10 mg/kg/day. Thus, for administration to a 70 kg person, the 
dosage range would most preferably be about 7 mg to 0.7 g per day. 

In general, compounds of this invention will be administered as pharmaceutical 
compositions by any one of the following routes: oral, inhalation (e.g., intranasal or 
oral inhalation) or parenteral (e.g., intramuscular, intravenous or subcutaneous) 
administration. A preferred manner of administration is oral using a convenient daily 
dosage regimen which can be adjusted according to the degree of affliction. 
Compositions can take the form of tablets, pills, capsules, semisolids, powders, 
sustained release formulations, solutions, suspensions, liposomes, elixirs, or any other 
appropriate compositions. Another preferred manner for administering compounds of 
this invention is inhalation. This is an effective means for delivering a therapeutic 
agent directly to the respiratory tract for the treatment of diseases such as asthma and 
other similar or related respiratory tract disorders {see U. S. Patent 5,607,915). 
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The choice of formulation depends on various factors such as the nnode of drug 
administration and the bioavailability of the dmg substance. For delivery via inhalation 
the compound can be formulated as liquid solutions or suspensions, aerosol propellants 
or dry powder and loaded into a suitable dispenser for administration. There are three 
types of pharmaceutical inhalation devices- nebulizer inhalers, metered-dose inhalers 
(MDI) and dry powder inhalers (DPI). Nebulizer devices produce a stream of high 
velocity air that causes the therapeutic agents (which has been formulated in a liquid 
form) to spray as a mist which is carried into the patient's respiratory tract. MDFs 
typically have the formulation packaged with a compressed gas.. Upon actuation, the 
device discharges a measured amount of therapeutic agent by compressed gas, thus 
affording a reliable method of administering a set amount of agent. DPFs administer 
therapeutic agents in the form of a free flowing powder that can be dispcrecd in the 
patient's inspiratory air-stream during breathing by the device. In order to achieve a 
free flowing powder, the therapeutic agent is formulated with an cxcipicnl, such as 
lactose. A measured amount of the therapeutic is stored in a capsule form and is 
dispensed to the patient with each actuation. Recently, pharmaceutical 

formulations have been developed especially for drugs that show poor bioavailability 
based upon the principle that bioavailability can be increased by increasing the surface 
area i.e., decreasing particle size. For example, U.S. Pat. No. 4,107,288 describes a 
pharmaceutical formulation having particles in the size range from 10 to 1,000 nm in 
which the active material is supported on a crosslinked matrix of macromolecules. U.S. 
Pat. No. 5,145,684 describes the production of a pharmaceutical formulation in which 
the drug substance is pulverized to nanoparticles (average particle size of 400 nm) in 
the presence of a surface modifier and then dispersed in a liquid medium to give a 
pharmaceutical formulation that exhibits remarkably high bioavailability. 

The compositions are comprised of in general, a compound of Formula (J) in 
combination with at least one pharmaceutically acceptable excipient. Acceptable 
excipients are non-toxic, aid administration, and do not adversely affect the therapeutic 
benefit of the compound of Formula (I). Such excipient may be any solid, liquid, semi- 
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solid or, in the case of an aerosol composition, gaseous excipient that is generally 
available to one of skill in the art. 

Solid pharmaceutical excipients include starch, cellulose, talc, glucose, lactose, 
sucrose, gelatin, malt, rice, flour, chalk, silica gel, magnesium stearate, sodium stearate, 
glycerol monostearate, sodium chloride, dried skim milk and die like. Liquid and 
semisolid excipients may be selected from glycerol, propylene glycol, water, ethanol 
and various oils, including those of petroleum, animal, vegetable or synthetic origin, 
e.g., peanut oil, soybean oil, mineral oil, sesame oil, etc. Preferred liquid carriers, 
particularly for injectable solutions, include water, saline, aqueous dextrose, and 
glycols. 

Compressed gases may be used to disperse a compound of this invention in 
aerosol form. Inert gases suitable for this purpose arc nitrogen, carbon dioxide, etc. 

For liposomal formulations of the drug for parenteral or oral delivery the drug 
and the lipids are dissolved in a suitable organic solvent e.g. /ert-bulanol, cyclohexane 
(1% ethanol). The solution is lypholized and the lipid mixture is suspended in an 
aqueous buffer an allowed to form a liposome. If necessary, the liposome size can be 
reduced by sonification. (see., Frank Szoka, Jr. and [>emetrios Papahadjopoulos, 
"Comparative Properties and Methods of Preparation of Lipid Vesicles (Liposomes)", 
Aiin. Rev, Biophys. Bioeng., 9:467-508 (1980), and D.D. Lasic, "Novel Applications of 
Liposomes", Trends in Biotech,, 16:467-608, (1998)) 

Other suitable pharmaceutical excipients and their formulations are described in 
Remington's Phamiaceutical Sciences, edited by E. W. Martin (Mack Publishing 
Company, 18th ed., 1990). 

The level of the compound in a formulation can vary within the full range 
employed by those skilled in the art. Typically, the formulation will contain, on a 
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weight percent (wt%) basis, from about 0.01-99.99 wt% of a compound of Formula (I) 
based on the total formulation, with the balance being one or more suitable 
pharmaceutical excipients. Preferably, the compound is present at a level of about 1-80 
wt%. Representative pharmaceutical formulations containing a compound of Formula 
(I) are described in Example 13. 

EXAMPLES 
Example 1 

Synthesis of 3-(/?5)-aminomethyl-l-f^rt-butoxycarbonylpyrrolidine 




Step 1 

Melted dimethyl itaconate ( 150 g, 0.95 mol) was added to an anhydrous 
solution of ammonia in methanol (7 M, 1000 mU 7 mol) at room temperature. The 
reaction vessel was sealed with parafilm and vented with a needle. The solution was 
left to stand for 3 days, after which the solid was filtered and washed with cold 
methanol and dried under vacuum to yield pure 4-aminocarbonylpyrrolidin-2-one (150 

Step 2 

To a stirred slurry of 4-aminocarbonylpyrrolidin-2-one (20 g, 156 mmol) in 
(100 mL) of cold (0 ^'C) dry tetrahydrofuran, in a IL flask under N2, was added a 
solution of lithium aluminum hydride (12 g, 0.32 mmol) in dry tetrahydrofuran (350 
mL) dropwise. Once addition was complete and hydrogen evolution had abated, the 
cooling bath was removed and the reaction mixture was heated at reflux temperature. 
After the reaction was complete, the reaction mixture was allowed to cool to room 



wo 00/31032 PCT/EP99/0866S 

65 

temperature and ether (300 mL) was added. Sufficient saturated Na^SOa was added 
dropwise over 1 h to destroy excess hydride. Excess water was avoided so as to 
prevent two phases forming, as the diamine is highly water-soluble. The suspension 
was filtered over celite with copious washings with tetrahydrofuran and 15% methanol 
5 in tetrahydrofuran. The combined washings were concentrated on the rotovap and the 
pungent residue distilled under vacuum to yield pure 3-(/f5)-aminomethylpyrrolidine 
as a colorless mobile oil (7,6 g). 

Steps 

10 Benzaldehyde (5.3 g. 50 mmol) was added to a solution of 3-aminomethyl- 

pyrrolidine (5.0 g, 50 mmol) in toluene (anhydrous, 100 mL) in a 250 mL flask at room 
temperature under Ni. A Dean-Stark apparatus and condenser were fitted and the 
reaction mixture was heated at rcHux for 4 h. The reaction mixture was cooled to 
room temperature and di-/6'r/-butyldicarbonalc (5.3 g, 50 mmol) was added portion- 

15 wise and the resulting solution is stirred at room temperature overnight. The reaction 
mixture was concentrated on the rotavap and the residue was diluted with 1 M 
NaHS04 (80 mL, 80 mmol, 1.6 equiv.) and stirred vigorously for 2 h. The reaction 
mixture was washed with ether to remove unwanted organic byproducts, then basified 
with I M NaOH to pH 7. Further extraction with either ether or ethyl acetate removed 

20 additional unwanted byproducts. The aqueous solution was then made strongly basic 
(pH 12) with 1 M NaOH and extracted with ethyl acetate. The organic layer was 
washed with brine, dried with Na2S04, then concentrated to give the 3-(/?5)- 
aminomethyl-l-ferf-butoxycarbonyl-pyrrolidine as a colorless oil (80-90 %), which 
was used directly without further purification. 



25 
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Example 2 

Synthesis of 3-(5)-aminomethyl-l-fer»-butoxycarbonylpyrrolidine 

Q . 



Step 1 

(5)-pyrroIidinol (30g, 0.34 mol) was dissolved in a mixture of water/dioxane 
(400 mL/300 mL) and MA^-diisopropylethylamine (120 mL, 0.69 mol, 2 equiv.) was 
added. This reaction mixture was cooled to O^^C and di-z^rz-butyldicarbonate (90 g, 
0.41 mol, 1.2 equiv.) in solution in dioxane (100 mL) was added slowly. The resulting 
mixture was stirred at 0°C for I h then at room temperature for 8 h. The reaction 
mixture was then partitioned between diethyl ether and water. The aqueous phase was 
acidified to pH 3.0 with 1 M HCI and extracted with ethyl acetate. The organic phases 
were combined and washed with a brine solution, the resulting organic layer was 
dried over magnesium sulfate, nilered and concentrated to give, after purification by 
flash chromatography (methanol/CHiCh: 15/85) (5)-l-(/6'rt-butoxycarbonylamino)-3- 
hydroxypyrrolidine as a white solid (40 g). 

Step 2 

(5)-l-(ferr-Butoxycarbonylamino)-3-hydroxypyrrolidine (40 g, 0.21 mol) was 
dissolved in anhydrous methylene chloride (400 mL), in the presence of N,N' 
diisopropyl-cthylamine (73 mL, 0.42 mol, 2 equiv.) and cooled using an ice bath. This 
solution was treated with methanesulfonyl chloride (18 mL. 0.23 mol, 1.1 equiv.) over 
a 30 min. period and was then allowed to stir at room temperature for 4 h. The 
solution was concentrated and the residue dissolved in ethyl acetate (250 mL). The 
resulting organic solution washed with 5 % NaHC03 and then with brine. The organic 
extract was dried over magnesium sulfate, filtered and concentrated to give (5)-l-(rerr- 
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butoxycarbonyl-amino)-3-methanesulfonyloxypyrrolidine as a dark oil (39 g) which 
was used directly without further purification. 



Step 3 

5 (5)-.l-(/grf-ButoxycarbonyIamino)-3-nnethanesulfonyloxypyrrolidine (39 g, 0. 15 

mol) was dissolved in acetonitrile (250 mL) and tetra-«-butylammoniunri cyanide (75 g, 
0.28 mol, 1.9 equiv.) was added. The resulting mixture was heated at SS^'C for 6 h and 
then cooled to room temperature. Saturated NaHC03 (500 mL) was added and the 
reaction mixture extracted with toluene (750 mL and 300 mL). The combined organic 

10 layers were washed with water and concentrated under reduced pressure to give a 

brown oil. This crude material was purified by flash chromatography with 20 % ethyl 
acetate in hexane to give (5)'l-(/6^r/-buloxycarbonylamino)-3-cyanopyrrolidine as a 
yellow oil ( 13.5 g). 



15 Step 4 

A solution of (5)-l-(/t'/-/-butoxycarbonylamino)-3-cyanopyrrolidinc (13.5g, 67 
mmol) in 50 mL of 3 % NH40H/mclhanoI and Rancy Nickel (0.5 g, 50 % slurry in 
water) was pressurized to 40 psi under H2 atmosphere. After stirring for 12 h at room 
temperature, the reaction mixture was filtered through a pad of Cclite and the residue 
20 was washed with 100 mL of methanol. The filtrate was concentrated to dryness to give 
an oil (S)- l-(/erf-butoxycarbonylamino)-3-aminomethylpyrrolidine ( 10 g). 

Proceeding as described above, but substituting (S)-pyrrolidinol ( 1 ) with (/?)- 
pyrrolidinol (1) gave (/?)- 1 -(/erf-butoxycarbonylanriino)-3-aminomethylpyiTolidine. 



25 
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Example 3 

Synthesis of 3-(/?5)-aminomethyl-l-(3,4-dichlorobenzyI)pyrrolidine 




Step I 

Neat 3,4-dichIorobenzylamine (18 g, 1 14 mmol) was added to a solution of 
dimethyl itaconate (20 g, 1 14 mmol) in methanol (200 mL) at room temperature. The 
solution was stirred at for 48 h then concentrated in vacuo. The resulting solid was 
divided equally into two, one portion being treated wiih mcthanolic ammonia (7 M, 
300 mU 2. 1 mol). The solution was vented with a needle and allowed to stand for 2 
days. The slurry of solvent and product was concentrated further and nitcrcd. The 
filter cake was washed with cold methanol to give pure 3-aminocarl>onyM-(3,4- 
dichIorobcn2yl)-pyrrolidin-2-onc ( 1 8.5 g). 

Step 2 

A suspension of 3-aminocarbonyM-(3,4-dichlorobenzyl)pyrrolidin-2-one in 
dry tetrahydrofuran (150 mL) was added slowly to a solution of lithium aluminum 
hydride (4.9 g, 128 mmol, 2 equiv.) in tetrahydrofuran (100 mL) under N2 at room 
temperature. The reaction mixture was heated at reflux overnight, diluted with ether, 
and quenched with brine. After 1 h of rapid stirring, the gray mixture was filtered 
through celite (ethyl acetate washings) and the filtrate was concentrated. Flash 
chromatography with CHCiyMeOH/NHj solution (200:25: 1 ;) gave 3-(/f5)- 
aminomethyl-1 -(3.4-dichloro-benzyl)pyrrolidine compound as a colorless oil (6.2 g) 
which was >95 % pure. 
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Example 4 

Synthesis of A^-[lK2,3-dichIorobenzyl)pyiTolidin-3-(/?5)-ylmethyl]-3-[5-^^^ 
methoxyphenyl)pyrimidin-2-yilpropionamide hydrochloride salt 

O 




5 

Step 1 

Methyl l-benzyl-5-oxo-3-pyrrolidinecarboxyIate (50g, 0.21 mol) was stirred in 
a solution of ammonia in methanol (7 M, 400 mU 2.8 mol). After 2 days, the solution 
was concentrated with heating (50 to about 300 mL at which point all solids 
10 remained dissolved. The reaction was then allowed to cool down and the resulting 
solid was filtered, washed with ether and dried to give l-bcnzyl-5-oxo-pyrrolidine-3- 
carboxylic acid amide as colorless crystals (40 g). 

Step 2 

15 l-Benzyl-5-oxo-pyrrolidinc-3-carboxylic acid amide (22 g, 0. 1 mol) was added 

portionwisc to a stirred solution of lithium aluminum hydride (9.5 g, 0.25 mol, 2.5 ^ 
equiv.) in dry teirahydrofuran (600 mL). After the initial effervescence had subsided, 
the reaction mixture was heated at reflux at room temperature for 24 h, at which time 
analysis of the reaction mixture by LCMS showed there was no starting material. The 

20 reaction mixture was quenched by dropwise addition of saturated sodium sulphate 

solution with stirring until no further effervescence was observed. The suspension was 
filtered through a celite plug, elating with diethyl ether (200 mL). The solvent was 
remove to afford 3-(/?5)-aminomethyl-l-benzylpyrrolidine as an oil (14.7 g) which was 
used directly without further purification. 



25 
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Steps 

3-(/?5)-Aminomethyl-l-benzylpyrrolidine (14.7 g, 80 mmol) was dissolved in 
methylene chloride (400 mL) with stirring. A solution of di-rerf-butyl dicarbonate 
(16.8 g, 80 mmol, 1.0 equiv.) in methylene chloride (50. mL) was added dropwise and 
the reaction mixture was stirred overnight. The reaction mixture was concentrated and 
the residue was dissolved in diethyl ether (400 mL) and extracted with NaHSOa 
solution (1 M, 120 mL). The aqueous layer was basified to pH 12 with 1 M sodium 
hydroxide and extracted with ethyl acetate. The organic fractions were combined, 
washed with brine, dried over magnesium sulfate, and Hltered. The organics were 
evaporated to afford l-benzyl-3-(/i5)-(//-fm-butoxycarbonylaminomethyl)pyrrolidine 
(22.5 g) which was used directly. 

Step 4 

l-Bcnzyl-3-(/?5)-(A^-/6fr/-butoxycarbonyIaminomcthyl)pyrrolidinc (22.2 g. 0.76 
mol) was dissolved in a mixture of methanol and acclic acid (i:l, 100 mL) and added 
to a Parr flask charged with palladium on carbon (10 %, 4 g) suspended in methanol 
and acetic acid ( 1 : 1, 100 mL). The flask was transferred to the Parr reduction 
apparatus and the suspension shaken under an atmosphere of hydrogen at 60 psi for 2 
days. The reaction mixture was filtered through a celite plug, eluting with a mixture of 
methanol/methylene chloride. The solvent was concentrated and the residue co- 
evaporated with toluene to afford 3-(/?5)-(iV-rerr-butoxycarbonylaminomethyl)- 
pyrrolidine as a coloriess oil which was used directly. 

Step 5 

Sodium triacetoxyborohydride (3.2 g, 15 mmol, 1.5 equiv.) was added in one 
portion to a stirred solution of 3-(/?5)-(N-/err-butoxycarbonylaminomethyl)pyrrolidine 
(2.0 g, 10 mmol) and 2,3-dichlorobenzaldehyde (1.9 g, 1 1 mmol, 1.1 equiv.) in 
dichloroethane (60 mL) at room temperature. The suspension was stirred overnight, 
then concentrated in vacuo. The residue was diluted with ether and quenched with 1 M 
hydnx:hloric acid. The aqueous phase was basified with 4 M sodium hydroxide to pH 
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12, then extracted with ethyl acetate. The organic extracts were combined and washed 
with brine, then dried over sodium sulfate and concentrated. Flash chromatography of 
the residue afforded 3-(/J5)-(/V-rerf-butoxycarbonylaminomethyl)-l-(2.3- 
dichlorobenzyO-pyrrolidine as a colorless oil {2.9 g). The oil was taken up into 
methylene chloride (30 mL) and treated with neat trifluoroacetic acid (5 mL). After 1 
h, the volatile components were removed on a vacuum pump, then concentrated further 
under high vacuum to give 3-(/?S)-aminomcthyM-(2,3-dichlorobcnzyl)pyrroIidine 
which was used directly without further purification. 

Step 6 

A solution of sodium ethoxidc (21% wt/vol in ethanol, 10 mL, 30 mmol, 3 
cquiv.) was added in one portion to a suspension of 2-(4-methoxyphenyl)trimethinium 
perchlorate (33 g, 9.8 mmol) [sec\ Julz, C; Kirchlcchncr, R.; Seidcl, H. Chem. Ber. 
102, 230l,( 1969)1 and 4-amidinobulanoic acid mono HCI (1.5 g, 9.8 mmol) [see, 
McElvain, S.M.; Schroedcr, J.P. / Am, Chenu 5oc\. 71. 40, (1949)] in absolute ethanol 
(40 mL). The reaction mixture was heated at reflux for 1 2 h, then cooled to room 
temperature. The suspension was concentrated, diluted with water, and washed with 
ether. The aqueous phase was then made acidic with citric acid (10 g). The 
precipitates were filtered, washed with water and ether, and dried under high vacuum 
to yield 3-[4-(4-methoxyphenyl)-pyrimidin-2-yl]propanoic acid (L85 g) as an off- 
white solid. 

Step? 

l-(3-DimethyIaminopropyI)-3-ethylcarbodiimide hydrochloride (0.29 g, 1.5 
mmol, L5 equiy.) was added to a suspension of 3-[4-(4-methoxyphenyl)pyrimidin-2- 
yl]-propanoic acid (0.26 g, 1.0 mmol, l.Oequiv.), 3-(/?5)-aminomethyl-l-(2.3- 
dichlorobenzyO-pyrrolidine (0.26 g, 1.0 mmol), 1-hydroxybenzotriazole hydrate (0.20 
g, 1.5 mmol, 1.5 equiv.), and diisopropylethylamine (0.44 mL, 2.5 mmol. 2.5 equiv.) in 
chloroform (2 mL). After stirring overnight at room temperature, the reaction mixture 
was diluted with ethyl acetate, washed sequentially with 1 M sodium hydroxide, water. 
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1 M hydrochloric acid, water and brine, then dried over sodium sulfate and 
concentrated. The residue was purified by flash chromatography (0-^10% methanol in 
methylene chloride). Clean fractions containing the desired product were combined 
and concentrated, diluted with dioxane and treated with 4 M HCl (0.2 mL) in dioxane. 
The solution was concentrated under high vacuum to give A(-(l-(2,3-dichlorobenzyl)- 
pyrroHdin-3-(/?5)-ylmethyl)-3-(5-(4-mcthoxyphenyl)pyrimidin-2-yl)propionaniide as 

the HCl salt (185 mg). 

Example 5 

Synthesis of N-[ l.(2,3-dichlorobenzyl)pyrrolidin-3-(/?S)-ylmethyll-3- 
[S.(4.nitrophenyl)pyrimidin-2-yl]propionamide 
O 




Phosphorus oxychloride (83 mL, 0.79 mol) was added slowly to cold, dry 
dimethyl formamide (100 mL) under N2 at such a rate that the temperature did not rise 
above 5 X. After addition was complete, 4-nitrophenylacetic acid (48 g, 0.26 mol) 
was added in one portion and the reaction mixture was heated to 85 ^C over 1 h. After 
I h, the reaction mixture was cooled, then poured over ice. Solid sodium perchlorate 
monohydrate (37 g, 0.26 mol) was added to initiate precipitation of the product as the 
perchlorate salt. Filtration of the solid, followed by washings with cold water, 
methanol and ether, gave 2-(4-nitrophenyl)Uimethinium perchlorate (81.9 g) as a pale 
yellow solid. 
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Step 2 

A solution of sodium ethoxide (21% wt/vol, in ethanol, 60 mL, 180 mmol, 3 
equiv.) was added in one portion to a suspension of 2-(4-nitrophenyl)trimethinium 
perchlorate (20.8 g, 60 mmol) and 4-amidinopropionic acid mono hydrochloride salt 
(9.1 g, 60 mmol) in ethanol (300 mL). The suspension was heated at room temperature 
overnight. The resulting suspension was filtered, washed with ethanol, cold HCl, 
water and ether, then dried under high vacuum to give 3-[5-(4-nitrophenyl)pyrimidin- 
2-yl]-propanoic acid (13.7 g) as a beige solid. 

Step 3 

l.(3-Dimelhylaminopropyl)-3-ethylcarbodiimidc hydrochloride (5.8 g, 30 
mmol, 1.5 equiv.) was added to a suspension of 3-[4-(4-nitrophenyl)pyrimidin-2- 
yl]propanoic acid (6.6 g, 24 mmol, 1.2 equiv.), (l-/m-butoxycarbonyl)-3-(/?5)- 
aminomethylpyrrolidine (4.0 g, 20 mmol), I-hydroxybcnzotriazolc hydrate (4.1 g, 30 
mmol, 1.5 equiv.), and tricihylaminc (7.0 mL, 50 mmol, 2.5 equiv.) in chloroform (50 
mL). Dimethyl formamidc (100 mL) was added to fully dissolve the reaction 
components and the solution was stirred at room temperature overnight. The reaction 
mixture was diluted with ethyl acetate, washed sequentially with 1 M sodium 
hydroxide, water, 1 M hydrochloric acid, water and brine, then dried sodium sulfate 
and concentrated to afford a light brown solid. This material was washed with ether to 
afford clean yV.[l-(2,3-dichlorobenzyl)pyrrolidin-3-(/?5)-ylmethyl]-3-[5-(4- 
niUrophenyl)pyrimidin-2-yl]propionamide (4.9 g). 



wo 00/31032 



PCT/EP99/0866S 



74 

Example 6 

Synthesis ofN-[\ -(23-dichlorobenzyI)pyrrolidin-3-(R5)-ylmethyl]-3-[5-(4- 



aminophenyl)pyrimidin-2-yl]propionamide 
O 




5 

Hydrogen gas (balloon pressure) was introduced into a vessel containing Pd / C 
(10 100 mg. 0.1 mmol. 0.05 equiv.) in a solution of yV-[l-(2,3-dichlorobenzyl)- 
py^roIidin-3-(/^5)-ylmethyl]-3-[5-(4-nitrophenyl)pyrimidin-2-yl]propionamide (1.0 g, 

10 2.2 mmol) in methanol (30 mL). After 1.5 h, the reaction was terminated by purging 
with N2 and the reaction mixture was filtered through celite*" and concentrated. The 
yellow residue was dissolved in ethyl acetate, then taken into the aqueous phase using 
1 M hydrochloric acid. The aqueous phase was basificd to pH 1 1, then extracted 
thoroughly with ethyl acetate. The organic fractions were combined and washed with 

15 brine, then dried sodium sul fate and concentrated to afford A^-[ I -(2,3- 

dichlorobenzyl)pyrrolidin-3-(/?5)-ylmelhyl]-3-[5-(4-aminophenyl)pyrimidin-2- 

yljpropionamide as a yellow crystalline solid (630 mg). 
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10 



15 



Synthesis of A^-(lK23-dichlorobenzyl)pyrrolidm-3-(/f5)-yImethyl)^^^ 
methoxyphenyi)-pyrimidin-2-ylsuIfanyl]acetaniide 



Bcnzaldehydc (5.3 g, 50 mmol) was added to a solution of 3-(/?5)- 
aminomethyl-pyrrolidine (5.0 g, 50 mmol) in toluene (anhydrous, 100 mL) in a 250 
mL flask al room temperature under Ni. A Dean-Stark apparatus and condenser were 
fitted, the reaction vessel well lagged and the reaction mixture heated at a strong reflux 
for 4 h. The reaction mixture was cooled to room temperature and di-ferrr-butyl 
dicarbonatc (5.3 g, 50 mmol) was added portion-wise and the resulting solution was 
stirred at room temperature overnight. The reaction mixture was concentrated on the 
rotavap then the residue was diluted with I M NaHS04 (80 mL, 80 mmol, 1.6 equiv.) 
and stirred vigorously for 2 h. The reaction mixture was washed with ether to remove 
unwanted organic byproducts, then basified with 1 M NaOH to pH 7. Further 
extraction with ethyl acetate removed additional unwanted byproducts. The aqueous 
solution was then made strongly basic (pH 12) with 1 M NaOH and extracted 
thoroughly with ethyl acetate. The organic layer was washed with brine, dried with 
sodium sulfate, then concentrated to give 3-(/?S)-aminomethyM-rerr- 
butoxycarbonylpyrrolidine as a colorless oil which was used directly without further 
purification. 




Step 1 



25 



Step 2 

3-(/?5)-aminomethyl-l-/e/t-butoxycarbonylpyrrolidine (6.0 g, 30 mmol) in 
methylene chloride (15 mL) was added dropwise to a cold (0 "^C) solution of 



WOOO/31032 



PCT/EP99/08665 



76 

chloroacetylchloride (2.4 mL, 30 mmol) and diisopropylethylamine (5.5 mL. 32 mmol) 
in methylene chloride under N^. After 1 h, an additional 0.5 equiv. of chloroacetyl 
chloride and diisopropylamine were added. After being left at 0 °C overnight, the 
reaction mixture was diluted with ethyl acetate and washed briefly with water and 
brine, then dried over sodium sulfate and concentrated to give A^-(l-/err- 
butoxycarbonylpyrrolidin-3-(/?5)-ylmethyl)-2-chloroacetamide as a dark brown oil 
which was used without further purification. 

Step 3 

A solution of sodium ethoxide (21% wt/voK 15 mL, 45 mmol, 1.5 equiv.) was 
added to a suspension of 2-(4-mcthoxyphcnyl)trimcthinium perchlorale (lO.O g, 30 
mmol) and thiourea (3.0 g, 40 mmol, 1.3 equiv.) in clhanol (200 mL) (see, 
Krccmcrova, M.; Hrcbabecky, H.; Masojidkova, M.; Holy, A. Collect. Czech. Chem. 
Commwu, 61, 458, (1996)]. The reaction mixture was heated at 60 ^^C for 2 h. 
Additional quantities of thiourea and sodium ethoxide were added to the starting 
amounts and the reaction mixture was heated at 60 °C for an additional I h. The 
yellow suspension was cooled to room temperature, quenched with acetic acid (10 mL) 
and filtered. The solid was washed with water and ethanol and dried under high 
vacuum to give 5-(4-mcthoxyphcnyl)-lH-pyrimidine-2-thionc as a free flowing yellow 
powder (6.0 g). 

Step 4 

5-(4-Methoxyphenyl)-lH-pyrimidine-2-thione (0.70 g, 3 mmol) was added to a 
solution of the iV-(l-re/t-butoxycarbonylpynrolidin-3-(/f5)-ylmethyl)-2- 
chloroacetamide (1.15 g. -80 % purity, -3 mmol) and diisopropylethylamine (0.9 mL, 
5 mmol, 1.5 equiv.) in dry acetonitrile. An ethanolic solution of sodium ethoxide (2.7 
M, 1.2 mL, 3.2 mmol) and di methyl formamide (20 mL) were added in order to 
dissolve the starting mercaptan. The resulting dark brown solution was stirred at room 
temperature for 2 h. The reaction mixture was concentrated and the residue was 
chromatographcd on silica gel (50-100% ethyl acetate in hexane). Fractions containing 
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the major product were combined and concentrated to an oily residue. Trituration of 
the oil with ether afforded pure A/^-(l-/m-butoxycarbonylpyrrolidin-3-(/?5)-yImethyl)- 
2-[5-(4-methoxyphenyl)pyrimidin-2-ylthio]-acetamide (0.60 g, 44 %) as a pale yellow 
solid. 

5 

Steps 

Neat anhydrous trifluoroacetic acid (3 mL) was added to a solution of 
/m-butoxycarbonylpyrrolidin-3-(/?5)-ylmethyl)-2-[5-(4-methoxyphenyl)pyrimidin-2- 
ylthioj-acetamide (0.60 g. 1.3 mmol) in methylene chloride (20 mL) at room 
10 temperature. Gas evolution was apparent immediately upon addition of the acid. After 
30 min., the reaction mixture was concentrated using a Teflon dryvac system, and was 
then further concentrated under high vacuum to give /V-(pyrrolidin-3-(/?5)-ylmethyl)-2- 
[5-(4-niclhoxyphcnyl)pyrimidin-2-yllhio]acctamidc which was dissolved in 10 mL 
dichloroethanc (0.13 mmol/mL). 

15 

Step 6 

2,3-Dichlorobcnzaldehyde ( 1 15 mg, 0.66 mmol, 1.5 equiv.) was added to 
(pyrrolidin-3-(/?S)-ylmethyl)-2-[5-(4-methoxyphenyl)pyrimidin-2-ylthiolacetamidein 
dichloroethanc (3.4 mL, 0.44 mmol). Excess Na(OAc)3BH (0.2 g, 0.9 mmol. -3 

20 equiv.) was added and the resulting suspension was stirred vigorously overnight. The 
reaction mixture was diluted with ether and quenched with 1 M hydrochloric acid to 
afford a cloudy mixture. The organic layer was carefully removed and the aqueous 
phase made basic with 5 M aqueous sodium hydroxide to pH 11. After thorough 
extraction with ethyl acetate, the combined organic phases was washed with brine, then 

25 dried over sodium sulfate and concentrated. Chromatography on silica (0-10% 
methanol in ethyl acetate) afforded iV-(l-(2,3-dichlorobenzyl)pyrrolidin-3-(/J5)- 
ylmethyl)-2-[5-(4-methoxyphenyl)-pyrimidin-2-ylsulfanyl]acetamide that was 
converted to the hydrochloride salt using 4 M hydrochloric acid solution in dioxane 
and ether (60 mg). 
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Proceeding as described in Step 6 above, but substituting 2,3-dichloro- 
benzylaldehyde (1 15 mg. 0.66 nimol, 1.5 equiv.) with 3,4-dichlorobenzaldehyde gave 
A^.(l-(3,4-dichlorobenzyl)pyrrolidin-3-(/?5)-ylmethyl)-2-[5-(4-methoxyph 
pyriniidin-2-yIsulfanyI]acetamide hydrochloride salt. 

Proceeding as described in Step 6 above, but substituting 2,3-dichloro- 
benzylaldehyde with 3,4-methylenedioxybenzaldehyde gave /V-(l-(3.4-niethylene- 
dioxybenzyl)pyrrolidin-3-(/?S)-y!nriethyl)-2-[5-(4-methoxyphenyl)pyrimidin-2- 
ylsulfanyi]-acetamide hydrochloride salt. 

Example 8 

Synthesis of N.[i-(3,4<lichlorobcnzyl)pyrrolidin-3-(/f5)-ylmethyll- 
2-[5-(4-mclhoxyphcnyl)pyrimidin-2-yloxylacctamidc 

O 




NyO^ ^ CI 



Step I 

The procedure for the synthesis of 5-bromo-2-hydroxypyrimidine used is a 
variation of that published by Crosby and Berthold. 7. Chem. Soc. 25. 1916, (1960). 
To a solution of 2-hydroxypyrimidine hydrochloride (100 g, 0.75 mol) in water (1.2 L) 
was added bromine (135 g. 0.84 mol) slowly with stirring. The reaction mixture was 
continuously stirred for about 30 min.. until the red color of the solution became 
lighter. The solution was heated to 80 ""C to drive of excess Btz and HBr. The solvent 
was concentrated further under vacuum and the residue recrystallized from 90% 
aqueous ethanol to afford 5-bromo-2-hydroxypyrimidine (1 1 1 g). 
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Step 2 

Phosphorus oxychloride (225 mL, 2.4 mol, 1.4 equiv.) was added to a mixture 
of 5-bromo-2-hydroxypyrimidine (30 g, 0.17 mol) and dimethylaniline (7.5 mL) and 
the solution was heated at reflux under N2 for 4 h. The dark brown reaction mixture 
was cooled» poured over ice and extracted with ether. The organic phase was washed 
with bicarbonate solution, dried sodium sulfate and concentrated to afford 5-bromo-3- 
chloropyrimidine (25 g, 75 %) [see, Goodby, J.W.; Hird, M.; Lewis. R.A.; Toyne, KJ. 
J. Chenu Soc. Chem. Commirn., 2719. (1996)]. 

Step 3 

The synthesis of (5-bromopyrimidin-2-yloxy)acctic acid followed the protocol 
described for similar analogues by Coppola, G.M,: Hardimann, G.E.; Hucgi, B.S. J. 
lleterocyL Chem,, 17, 1479, (1980). Sodium hydride (5.0 g, 60 % dispersion in 
mineral oil, 124 mmol, 1.8 equiv.) was washed twice with dry hcxanc under N2. then 
added portionwise to a solution of methyl glycolatc (9.4 g, 103 mmol, 1.5 equiv.) in 
toluene (150 mL). The reaction mixture was stirred at room temperature for 30 min., 
then 5-bromo-3-chloropyrimidinc (13.3 g. 69 mmol) in toluene (50 mL) was added. 
The reaction mixture was heated at 60 "^C overnight and concentrated. The residue was 
stirred rapidly with 1 M aqueous sodium hydroxide (excess) for 30 min.. washed with 
ether, then acidified to with 4 M hydrochloric acid. The resulting precipitate was 
collected and washed with cold water. The filtrate was extracted further with ethyl 
acetate, ilnd the organic phase washed with brine, then dried sodium sulfate and 
concentrated to give (5-bromopyrimidin-2-yloxy)acetic acid (10.3 g). 

Step 4 

To a solution of 3-(/?5)-aminomethyl-I-/err-butoxycarbonyipyrrolidine in 
dichloroethane (17 mL) were sequentially added diisopropylethylamine (5.1 mL), a 
solution of 2-(5-bromopyrimidin-2-yloxy)acetic acid (2.9 g, 12.2 mmol, 1:1 equiv.) in 
tetrahydrofuran (43 mL), 1-hydroxybenzotriazole hydrate (2.4 g. 17.5 mmol, 1.5 
equiv.) and l-(3-dimethyl-aminopropyl)-3-ethylcarbodiimide hydrochloride (3.4 g, 
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17.6 mmol, 1.5 equiv.). The solution was stirred under N2 overnight. The reaction 
mixture was diluted with ethyl acetate, washed with 1 M aqueous sodium hydroxide, 1 
M hydrochloric acid, water and brine, then dried over sodium sulfate and concentrated. 
The residue was subjected to flash chromatography to afford clean N-il-tert- 
5 butoxycarbonylpyrrolidin-3-(/?S)-ylmethyl)-2-(5-bromopyrimidin-2-yloxy)acet^ 

(4.2 g). 
Steps 

4-MethoxyphenyIboronic acid ( 1 .0 g, 6.8 mmol, 1 .05 equiv.) was added to a 

10 solution of ^-(l-/e/t-butoxycarbonylpyn-olidinO-(/?5)-ylmeihyl)-2-(5-br^ 

2-yloxy)acctamide (2.7 g, 6.5 mmol) in l-propanol (30 mL). The suspension was 
stirred until alt ingredients had dissolved (-10 min). The resulting solution was treated 
with palladium acetate (29 mg, 0. 13 mmol, 0.02 equiv.), triphcnylphosphine (103 mg, 
0.39 mmol, 0.06 equiv.), 2 M aqueous sodium carbonate (3.9 mL, 7,8 mmol, 1.2 

15 equiv.) and dcionizcd water (9 mL). The reaction mixture was heated at reflux under 
N2 for 1 h. Water (20 mL) was added and the N: inlet was removed. After stirring at 
room temperature overnight, the reaction mixture was thoroughly extracted with ethyl 
acetate. The combined organic phase was washed with saturated sodium bicarbonate 
solution and brine. The organic phase was stirred with activated charcoal for 15 min, 

20 dried over sodium sulfate and concentrated. Recrystallization of the residue from ethyl 
acetate in hcxane afforded clean /V-(l-/err-butoxycarbonylpyrrolidin-3-(/?S)-ylmethyl)- 
2-(5-(4-methoxyphenyl)pyrimidin-2-yIoxy)acetamide (2.1 g). The solid was dissolved 
into methylene chloride (30 mL) and neat trifluoroacetic acid (5 mL) added dropwise. 
After about 1 h, the solution was concentrated to an oil on a Teflon dryvac, then under 

25 high vacuum to give A(-(pyrrolidin-3-(/?S)-ylmethyl)-2-(5-(4- 
methoxyphenyl)pyrimidin-2-yloxy]acetamide. 

Step 6 

A stock solution containing A^-(pyrrolidin-3-(/?5)-ylmethyl)-2-(5-(4-methoxy- 
30 phenyl)pyrimidin-2-yloxy)acetamide (0.44 mmol) in dichloroethane (10 mL) was 
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added to a solution of 3,4-dichlorobenzaldehyde (85 mg, 0.48 mmol, l.l equiv.) and 
diisopropylethylamine (0.35 nriL, 2.0 mmol, 4.5 equiv.) in dichloroethane (5 mL). 
Excess Na(OAc)3BH (140 mg. 0.66 mmol, 1.5 equiv.) was added and the reaction 
mixture was stirred rapidly at room temperature overnight. The reaction mixture was 
quenched with methanol, concentrated and diluted with 1:1 methanol/dimethyl 
sulfoxide. The solution was then purified directly using preparative reverse phase 
chromatography to give, after treatment with 4 M hydrochloric acid in dioxane (1 mL) 
and concentration, N-l 1 .(3,4-dichlorobcnzyl)pyrrolidin-3-(/fS)-ylmethyll-2-[5-(4- 
methoxyphenyl)pyrimidin-2-yloxy]-acetamide HCl salt (96 mg). 

Example 9 

Synthesis of N-[ I .(2,3-dichlorobcnzyl)pyrrolidin-3-(/?5)-ylmethyl]-2-[5-(4-methoxy- 
phenyl)pyrimidin-2-ylamino]acctamidc hydrochloride salt 



MeO 
Step 1 

An ethanolic solution of sodium elhoxide (2.7 M, 3.8 mL, 10 mmol, 2.9 equiv.) 
was added to a suspension of 2-(4-methoxyphenyl)trimethinium perchlorate salt (1.1 g, 
3.4 mmol) and guanidincacetic acid (0.48 g, 4.0 mmol, 1.2 equiv.) in dehydrated 
ethanol (20 mL). The reaction mixture was stirred at room temperature for 30 min., 
then at reflux temperature for 3 h. After cooling, the sodium salt was filtered, and the 
cake dissolved in 20 mL of water then acidified with 1 M hydrochloric acid. The 
aqueous layer was extracted with ethyl acetate and the combined organic phases was 
washed with brine, and dried over sodium sulfate. Removal of the solvent under 
vacuum afforded a solid which contained -1:1 mixture of regioisomers. The two 
components were separated using reversed-phase chromatography to give 2-[5-(4- 




CI 



HCl 




rvci 
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methoxyphenyl)pyrimidin-2-ylamino]-acetic acid (150 mg) and the regioisomer (100 



Solid l-(3-diinethylaminopropyl)-3-ethylcarbodiimide hydrochloride (14 mg. 
0.08 mmol, 1.5 equiv.) was added to a solution of 3-(/?5)-anninomethyl-l-(2,3- 
dichlorobenzyO-pyrrolidine (13 mg, 0,05 mmol), 2-[5-(3-methoxyphenyl)pyrimidin-2- 
ylaminolacetic acid (16 mg, 0.06 mmol, 1.2 equiv.), l-hydroxybenzotriazole hydrate 
(10 mg, 0.08 mmol, 1.5 equiv.) and diisopropylethylamine (22 mL, 0.13 mmol, 2.5 
equiv.) in dimethyl formamide (0.5 mL). The reaction mixture was shaken at room 
temperature overnight. The reaction mixture was quenched with methanol (0.3 mL), 
then purified directly by reverse phase preparative HPLC to give iV-[l-(2,3- 
dichlorobenzyI)pyrrolidin-3-(/?5)-yImcthyll-2-[5-(4-mclhoxyphcnyl)pyrimidin-2- 

ylamino]acetamidc HCI salt (1 1 mg). 

Example 10 

Synthesis of yV-[l-(3,4-dichlo^obenzyl)py^^olidi^-3-(y^5)-yimelhyl]-4-(2,5- 
dimcthylphenyI)-4-oxo-bulyramidc trifluoroacetatc salt 



To a solution (1 mL) of l-(3-dimethylaminopropyI)-3-ethylcarbodiimide 
hydrochloride (55 mg, 0.28 mmol. 1.8 equiv.), I-hydroxybenzotriazole hydrate (38 mg, 
0.28 mmol, 1.8 equiv.) and trielhylamine (43 mL, 0.31 mmol, 2.0 equiv.) in 
chloroform were added solid 4-(2,5-dimethylphenyl)-4-oxobutyric acid (39 mg, 0.19 
mmol. 1.2 equiv.) and 3-(/?5)-aminomethyl-l-(3,4«dichlorobenzyl)pyrrolidine (40 mg, 
0.16 mmol) in chloroform (1 mL). The reaction mixture was shaken overnight, then 



Step 2 




CI .TFA 
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concentrated and diluted with dimelhylsulfoxide/methanol (1:1,1 mL). The reaction 
mixture was purified by reversed phase chromatography to give //-[ 1 -(3,4- 
dichlorobenzyl)pyrTolidin-3-(/?5)-ylmethyI]-4-(2.5-dimethyIphenyl)-4-oxo-butyramide 
trifluoroacetate salt as a colorless oil (33 mg). 

Other examples: 

Proceeding as described above but substituting 4-(2,5-dimethylphenyl)-4-oxo- 
butyric acid with (4-acetylphenoxy)acetic acid gave 2-(4-acetylphenoxy)-Af-[I-(3,4- 
dichlorobenzyl)pynrolidin-3-(/?S)-ylmethyl]acetamide. 

Proceeding as described above but substituting 4-(2,5-dimelhyIphenyl)-4-oxo- 
butyric acid with /V-phenylsuIfonylglycinc gave 2-bcnzencsuIfonylamino-A^-[l-(3,4- 
dichlorobenzyl)pyiTolidin-3-(/?i>ylmethyl]acctamidc. 

Proceeding as described above but substituting 4-(2,5-dimcthylphcnyl)-4- 
oxobutyric acid with 2-(6-methoxynaphlh-2-yl)-2-mclhylacetic acid gave A^-[l-(3,4- 
dichlorobcnzyl)pyrrolidin-3-(/?S)-ylmclhyl]-2-(6-mclhoxynaphth-2-yl)propionamide, 

Proceeding as described above but substituting 4-(2,5-dimclhylphcnyl)-4-' 
oxobutyric acid with 3-benzencsuironylpropionic acid gave 3-bcnzcncsulfonyl-yV-Il- 
(3,4-dichlorobenzyl)pyrrolidin-3-(/?5)-ylmethyl]propionamide. 

Proceeding as described above biit substituting 4-(2,5-dimethylphenyl)-4- 
oxobutyric acid with (4-thiophcn-2-ylpyrazol-l-yl)acetic acid gave N-[l-(3,4-dichloro- 
benzyl)pyrrolidin-3-(/?5)-ylmethyl]-2-(4-thiophen-2-ylpyrazol-l-yl)acetamide. 

Proceeding as described above but substituting 4-(2,5-dimethylphenyI)-4- 
oxobutyric acid with 2-(chloro-3-methylbenzo[b]thiophen-2-yl)acetic acid gave Ar-[1- 
(3,4-dichlorobenzyl)pyrrolidin-3-(/?5)-yImethyll-2«(chloro-3-methylbenzo[b]thiophen- 
2-yl)-acetamide. 

Proceeding as described above but substituting 4-(2,5-dimethylphenyl)-4- 
oxobutyric acid with 2-(4-benzyloxyphenoxy)acetic acid gave 2-(4- 
benzyloxyphenoxy)-N-[l-(3,4-dichlorobenzyl)pyrrolidin-3-(/?5)-ylmethyl]acetamide. 
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Proceeding as described above but substituting 4-(2,5-dinnethylphenyl)-4- 
oxobutyric acid with 2-methyl-2-(4-thiophenoylphenyl)acetic acid gave //-[l-(3,4- 
dichlorobenzyI)pyiTolidinO-(/?5)-ylmethyl]-2-(4-thiophenoylphenyl)propionamide. 

Proceeding as described above but substituting 4-(2,5-dinnethylphenyl)-4- 
oxobutyric acid with 2-(l-acetylnaphth-2-yloxy)-2-methylacetic acid gave 2-(l-acetyI- 
naphth-2-yloxyViV-[i-(3,4-dichlorobenzyl)pyrrolidin-3-(/J5)-yImethyl]propionaniid^ 

Proceeding as described above but substituting 4-(2,5-dimeihylphenyl)-4- 
oxobutyric acid with A^-benzoylglycine gave 2-benzoylamino-N-[l-(3,4-dichlon> 
benzyl)pyrrolidin-3-(/f5)-ylmethyI]acetamide. 

Proceeding as described above but substituting 4-(2,5-dimelhylphenyl)-4- 
oxobutyric acid with 2-(5.6-dimcthy!benzimidazol-l-yl)acetic acid gave N-[l-(3,4- 
dichlorobenzyl)pyn-olidin-3-(/?5)-yinficthyl)-2-(5,6-din[icthylbcnziniidazol-l- 
yl)acetamidc. 

Proceeding as described above but substituting 4-(2,5-dimcthylphenyl)-4- 
oxobutyric acid with 2-(5-mclhyl-2-phcnyloxazol-3-yI)acetic acid gave /V-[l-(3,4- 
dichlorobcnzyI)pyrrolidin-3-(/f5)-yImclhyl]-2-(5-mcthyl-2-phcnyloxazol-3- 
yOacetamide. 

Proceeding as described above but substituting 4-(2,5-dimcihylphenyl)-4- 
oxobutyric acid with 2-(3-methyI-2-iV-phenylpyrazol-4-yl)acctic acid gave A^-[l-(3,4- 
dichlorobenzyl)pynx)lidin-3-(/?5)-ylmethyl]-2-(3-methyI-2-/V-phcnylpyrazolr4- 
yOacetamide. 

Proceeding as described above but substituting 4-(2,5-dimethylphenyl)-4- 
oxobutyric acid with 2-(2-pyrazin-2-yIthiazol-4-yl)acetic acid gave A^-[l-(3,4- 
dichlorobenzyl)pyn'olidin-3-(/?5)-ylmethyl]-2-(2-pyrazin-2-ylthiazol-4-yl)^^^ 

Proceeding as described above but substituting 4-(2,5-dimethylphenyI)-4- 
oxobutyric acid with 2-(4-methyl-[l,2,3]thiadiazol-5-ylsulfanyl)acetic acid gavcA^[l- 
(3,4.dichlorobenzyl)pyn-olidin-3K«5)-ylniethyl]-2-(4-niethyl-[l,2,3]thiadiazoU5- 
ylsulfanyO-acetamide. 
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Proceeding as described above but substituting 4-(2,5-dimelhylphenyl>4- 
oxobutyric acid with 2-(naphth-2-ylsulfanyl)acetic acid gave N-[l-(3,4- 
dichlorobenzyl)pyrroIidin-3-(/?5)-ylmethyI]-2-(naphth-2-ylsuIfanyl)acetamide. 

Proceeding as described above but substituting 4-(2,5-dimethylphenyl)-4-oxo- 
butyric acid with 2-(quinoxalin-2-ylsulfanyl)acetic acid gave yV-[l-{3,4-dichloro- 
benzyl)pyrroIidin-3-(/?5)-yInaethyl]-2-(quinoxalin-2-ylsulfanyl)acetamide. 

Proceeding as described above but substituting 4-(2,5-diniethylphenyI)-4-oxo- 
butyric acid with 2-(2-chIoro-4-fluorophenylsuIfanyI)acetic acid gave 2-(2-chloro-4- 
fluorophenylsulfanyl)-yV-[l-{3,4-dichIorobenzyl)pyrrolidinO-(/f5)-ylniethyl]ace^^ 

Proceeding as described above but substituting 4-(2,5-di methyl phenyl)-4- 
oxobutyric acid with 2-[2-(pyridin-2-yl)-6-trinuoromethylpyrimidin-4-ylsuIfanyl]acetic 
acid gave N-[ l-(3,4-dichlorobcnzyl)pyrrolidin-3-(/?5)-ylmcthyl]-2-[2-(pyridin-2-yI)-6- 
trinuoromclhylpyrimidin-4-ylsulfanyIJacctamidc. 

Proceeding as described above but substituting 4-(2,5-dinriclhyIphcnyl)-4- 
oxobutyric acid with 2-[5-(4-chIorophcnyl)pyrimidin-4-ylsulfanylJacctic acid gave 2- 
[5-(4-chlorophenyl)pyrimidin-4yl-suIfanyll-W-[l-(3,4-dichlorobcnzyl)pyrrolidin-3- 
{RSyyl methyl Jacetami de. 

Proceeding as described above but substituting 4-(2,5-dimcthylphenyl)-4- 
oxobutyric acid with 2-(3,4-methylenedioxyphenyl)acetic acid and 3-aminomethyI-l- 
(3,4-dichIorobenzyl)pyrrolidine with 3-ami nomethyl- I-(3,4-methylenedioxy- 
benzyl)pynrDlidinegave^-[l-(3,4-mcthylenedioxybenzyl)pyrn>lidin-3-(/?5)-yImethyl]- 
2-(3,4-methyIenedioxy-phenyl)acetamide. 

Proceeding as described above but substituting 4-(2,5-dimethylphenyl)-4- 
oxobutyric acid with 2-(3-phenylpyrazoI-l-yl)acetic acid and 3-aminomethyM-(3,4- 
dichlorobenzyOpyrrolidine with 3-aminomethyl-l-benzylpyrrolidine gave A^-[l- 
(benzyl)-pyrrolidin-3-(/?5)-ylmethyl]- 2-(3-phenylpyrazol- 1 -yl)acetamide. 

Proceeding as described above but substituting 4-(2,5-dimethylphenyl)-4- 
oxobutyric acid with 2-(3-fluoro-4-hydroxyphenyl)acetic acid and 3-aminomethyl-l- 
(3,4-dichlorobenzyI)pyrrolidine with 3-(5)-aminomethyl-l-(23-dichlorobenzyl)- 
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pyrrolidine gave A^-[ 1 -(2,3-dichlorobenzyI)pyrrolidin-3-(5)-ylmethyl]-2-(3-fluoro-4- 
hydroxyphenyl)-acetamide. 

Proceeding as described above but substituting 4-(2,5-dimethylphenyl)-4- 
oxobutyric acid with 2-(3-acetylaminophenyl)acetic acid and 3-aminomethyl-l-(3,4- 
dichlorobenzyOpyrrolidine with 3-(S)-aminomethyl-l-(2,3-dichlorobenzyI)pyrrolidine 
gaveA^-[l-(23-dichloroben2yl)pyn'olidin-3-(5)-ylmethyl]-2-(3-acetylaniinophenyl)- 
acetamide. 

Example 11 

Synthesis of l-[ l-(3,4-rnethyIenedioxybenzyl)pyrroUdin-3-(/?S)-ylmethyl]- 

3-m-tolylurcaTFAsalt 




Neat 3-mcthylphenylisocyanalc (16 mg. 0.12 mmoK 1.1 cquiv.) was added to a 
solution of 3-(/?5VaminomethyM-(3,4-methylenedioxybcnzyl)pyrrolidine (28 mg, 0.12 
mmol) in tetrahydrofuran (1 mL) at room temperature. The reaction mixture was 
shaken overnight, concentrated to dryness and diluted with dimethyl 
sulfoxide/methanol (1:1.1 mL). The solution was purified using reversed phase 
chromatography to give, after evaporation of the solvents, l-[l-(3,4- 
methylenedioxybenzyl)pyrrolidin-3-(/?5)-ylmethyll-3-m-tolylurea as the TFA salt (26 

mg). 

Other examples: 

Proceeding as described above but substituting 3-methylphenylisocyanate with 
4-methoxyphenylisocyanate gave l.[l-(3,4-methylenedioxybenzyl)pyrrolidin-3-(/J5)- 
ylmethyl]-3-(4-methoxyphenyl)urea. 
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Proceeding as described above but substituting 3-methyIphenyIisocyanate with 
phenethylisocyanate gave l-[l-(3,4-methylenedioxybenzyI)pyrrolidin-3-(/?S)- 
ylmelhyl]-3-(2-phenylethyl)urea. 

Proceeding as described above but 3-aminomethyl-l-(3.4-methylenedioxy- 
benzyOpyrrolidine with 3-(/?5)-aminomethyl-l-(3-phenyIbenzyl)pyrrolidine gave 
(3-phenylbenzyl)pyrrolidin-3-(/?5)-ylmethyl]-3-m-lolylurea. 

Proceeding as described above but substituting 3-(/?5)-aminomethyl-l-(3,4- 
niethylene-dioxybenzyl)pyrrolidine with 3-an)inomethyl- 1 -(3,4-dichlorobenzyI)- 
pyrrolidine and 3-methylphenylisocyanaie with l-(naphih-l-yl)ethylisocyanaie gave 1- 
[l-(3,4-dichlorobcnzyl)pyn-olidin-3-(«5)-ylmethyl]-3-[l-(naphlh-l-yl)ethyllu 

Example 12 

Synthesis of N-[ I -(3,4-dichlorobcnzyI)pyrrolidin.3-(/fS)-ylmelhyl J-2-(9H- 1 ,3,4.9- 
tctraazanuoren-2-ylsulfanyl)acctamide 
O 




Solid {9H-13,4,9-tetraazafluoren-2-ylsulfanyi)acetic acid (390 mg, 1.5 mmol, 
1.2 equiv.) was added to a solution of l-(3-dimethyIaminopropyl)-3-ethylcarbodiimide 
hydrochloride (360 mg, 1.9 mmol, 1.5 equiv.), l-hydroxybenzotriazole hydrate (260 
mg, 1.9 mmol, 1.5 equiv.) and triethylamine (0.65 mL, 4.6 mmol, 3.7 equiv.) in 
chloroform (10 mL). 3-(/?5)-AminomethyI-l-(3,4-dichIorobeAzyl)pyrrolidine (320 mg, 
1.2 mmol) was added and the suspension was made homogeneous upon addition of 
dimethylformamide (5 mL). The brown solution was stirred for 14 h, then 
concentrated in vacuo. The residue was diluted with ethyl acetate and washed with 1 
M sodium hydroxide. The organic phase was concentrated to dryness and the residue 
purified by chromatography (5->10% methanol in CHCI3) to provide /V-[l-(3.4- 
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dichlorobenzyl)-pyrrolidinO-(/?5)-ylmethylJ-2-(9H-13A9-tetra^^ 
ylsulfanyl)acetamide as a pale yellow solid. The solid was dissolved into 4 M HCl in 
dioxane (1 mL) and the mixture concentrated under vacuum to afford pure product as 
its hydrochloride salt (250 mg). 

Example 13 
Formulation Examples 
The following are representative pharmaceutical formulations containing a 
compound of Formula (I). 

Tablet formulation 

The following ingredients are mixed intimately and pressed into single scored tablets. 





Quantity per 


Ingredient 


tablet, mg 


compound of this invention 


400 


cornstarch 


50 


croscarmel lose sodium 


25 


lactose 


120 


magnesium steamte 


5 


Capsule formulation 




The following ingredients are mixed intimately and loaded into a hard-shell gelatin 


capsule. 






Quantity per 


Ingredient 


capsule, mg 


compound of this invention 


200 


lactose, spray-dried 


148 


magnesium stearate 


2 
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Suspension formulation 
The following ingredients are mixed to form a suspension for oral administration. 



Ingredient 


Amount 


compound of this invention 


1.0 g 


fumaric acid 


0.5 g 


sodium chloride 


2.0 g 


methyl paraben 


0.15 g 


propyl paraben 


0.05 g 


granulated sugar 


25.5 g 


sorbitol (70% solution) 


12.85 g 


Veegum K (Vanderbilt Co.) 


1.0 g 


flavoring 


0.035 ml 


colorings 


0.5 mg 


distilled water 


q.s. to 100 ml 


Injectable formulation 




The following ingredients are mixed to form an injectable formulation. 


Ingredient Amount 


compound of this invention 


0.2 g 


sodium acetate buffer solution, 0.4 M 


2.0 ml 


HCl(IN)orNaOH(iN) 


q.s. to suitable pH 


water (distilled, sterile) 


q.s. to 20 ml 



wo 00/31032 



PCT/EP99/08665 



90 

Liposomal formulation 
The following ingredients are mixed to form a liposomal formulation. 





Ingredient Amount 




5 


compound of this invention 


10 mg 




L-a-phosphatidy IchoUne 


150 mg 




tert'hutsmol 


4 ml 



Freeze dry the sample and lyopholize overnight. Reconstitute the sample with 1 ml 
10 0.9% saline solution. Liposome size can be reduced by sonication 



Example 14 

CCR'3 Receptor Binding Assay- /// vitro 

IS The CCR-3 antagonistic activity of the compounds of the invention was 

determined by their ability to inhibit the binding of '^I cotaxin to CCR-3 L1.2 
transfeclant cells ((see Ponath, P.D. cl al., 7. Kxp. Med., Vol. 183, 2437-2448, (1996)). 

The assay was performed in Costar 96-well polypropylene round bottom plates. 

20 Test compounds were dissolved in DMSO and then diluted with binding buffer (50 
mM HEPES, i mM CaCh, 5 mM MgCh. 0.5% bovine serum albumin (BSA), 0,02% 
sodium azide, pH 7.24) such that the final DMSO concentration was 2%. 25nl of the 
test solution or only buffer with DMSO (control samples) was added to each well, 
followed by the addition of 25^1 of ^^I-eotaxin ( 100 pmol) (NEX3 14, New England 

25 Nuclear, Boston, MA) and 1 .5 x 10^ of the CCR-3 LI .2 transfectcd eel Is in 25(il 
binding buffer. The final reaction volume was 75^1. 

After incubating the reaction mixture for ih at room temperature, the reaction 
was terminated by filtering the reaction mixture through polyethylenimine treated 
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Packard Unifilier GF/C filter plate (Packard, Chicago, II.). The filters were washed 
four times with ice cold wash buffer containing 10 mm HEPES and 0.5M sodium 
chloride (pH 7.2) and dried at 65 °C for approximately 10 min. 25 jil/well of 
Microscint'20^" scintillation fluid (Packard) was added and the radioactivity retained 
on the filters was determined by using the Packard TopCount^". 

The IC50 value (concentration of test compound required to reduce '^I-eotaxin 
binding to the CCR-3 L 1.2 transfected cells by 50%) for compounds in Tables I-V of the 
invention was between 0.02 and 200^M. 

Example 15 

Inhibition of Eotaxin mediated chcmotaxis of CCR-3 LI. 2 transfcctant cells— 

In vitro Assav 

The CCR-3 antagonistic activity of the compounds of this invention was 
determined by measuring the inhibition of eotaxin mediated chcmotaxis of the CCR-3 
LI. 2 transfcctant cells, using a slight modification of the method described in Ponath, 
P. D. et al., J. Clin. Invest. 97: 604-612 (1996). The assay was performed in a 24-well 
chcmotaxis plate (Costar Corp., Cambridge MA). CCR-3 LI. 2 transfcctant cells were 
grown in culture medium containing RPMI 1640, 10% Hyclone™ fetal calf serum, 55 
mM 2-mercaptoethanol and Geneticin 418 (0.8 mg/ml). 18-24 hours before the assay, 
the transfected cells were treated with n-butyric acid at a final concentration of 5 mM/1 
x 10^ cells/ml, isolated and resuspended at 1 x 10^ cells/ml in assay medium containing 
equal parts of RPMI 1640 and Medium 199 (M 199) with 0.5% bovine serum albumin. 

Human eotaxin suspended in phosphate buffered saline at 1 mg/ml was added 
to bottom chamber in a final concentration of 100 nm. Transwell culture inserts 
(Costar Corp., Cambridge MA) having 3 micron pore size were inserted into each well 
and L1.2 cells (1 x 10^) were added to the top chamber in a final volume of 100^1. Test 
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compounds in DMSO were added both to the top and bottom chambers such that the 
final DMSO volume was 0.5%. The assay was performed against two sets of controls. 
The positive control contained cells with no test compound in the top chamber and 
only eotaxin in the lower chamber. The negative control contained cells with no test 
compound in the lop chamber and neither eotaxin nor test compound in lower 
chamber. The plate was incubated at 37 ""C. After 4 h, the inserts were removed from 
the chambers and the cells that had migrated to the bottom chamber were counted by 
pipetting out 500 ^1 of the cell suspension from the lower chamber to 1.2 ml Cluster 
tubes (Cosiar) and counting them on a FACS for 30 sec. 

The IC50 value (concentration of test compound required to reduce eotaxin 
mediated chemotaxis of CCR-3 L 1 .2 iransfccled cells by 50%) for representative 
compounds of the invention was between 0.006 to I . I fim. 

Example 16 

Inhibition of Eotaxin mediated chemotaxis of hu man eosinophils- 

In vitro Assay 

The ability of compounds of the invention to inhibit eotaxin mediated 
chemotaxis of human eosinophils was assessed using a slight modification of 
procedure described in Carr, M.W. et al., Proc. Natl Acad. ScL USA. 91: 3652-3656 
(1994). Experiments were performed using 24 well chemotaxis plates (Cosiar Corp., 
Cambridge MA). Eosinophils were isolated from blood using the procedure described 
in PCT Application, Publication No. WO 96/22371. The endothelial cells used were 
the endothelial cell line ECV 304 obtained from European Collection of Animal Cell 
Cultures (Porton Down, Salisbury, U.K.), Endothelial cells were cultured on 6.5 mm 
diameter Biocoat® Transwell tissue culture inserts (Costar Corp.. Cambridge MA) 
with a 3.0 ^iM pore size. Culture media for ECV 304 cells consisted of M199, 10% 
Fetal Calf Serum, L-glutamine and antibiotics. Assay media consisted of equal parts 
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RPMI 1640 and M199, with 0.5% BSA. 24 h before the assay 2 x 10^ ECV 304 cells 
were plated on each insert of the 24-well chemotaxis plate and incubated at 37 ^'C. 20 
nM of eotaxin diluted in assay medium was added to the bottom chamber. The final 
volume in bottom chamber was 600 ^I. The endothelial coated tissue culture inserts 
were inserted into each welL 10^ eosinophil cells suspended in 100 ^1 assay buffer 
were added to the top chamber. Test compounds dissolved in DMSO were added to 
both top and bottom chambers such that the final DMSO volume in each well was 
0.5%. The assay was performed against two sets of controls. The positive control 
contained cells in the top chamber and eotaxin in the lower chamber. The negative 
control contained cells in the top chamber and only assay buffer in the lower chamber. 
The plates were incubated at 37 "C in 5% C02/95% air for 1-1.5 h. 

The cells that had migrated to the bottom chamber were counted using flow 
cytometry. 500 \i\ of the cell suspension from the lower chamber was placed in a tube, 
and relative cell counts were obtained by acquiring events for a set time period of 30 
seconds. 

Example 17 

Inhibition of Eosinophil influx into the lungs of Ovalbumin sensitized 
balb/c mice bv CCR-3 Antagonist —In vivo Assav 

The ability of the compounds of the invention to inhibit leukocyte infiltration 
into the lungs was determined by measuring the inhibition of eosinophil accumulation 
into the bronchioalveolar lavage (BAL) fluid of Ovalbumin (OA)-sensitized balb/c 
mice after antigen challenge by aerosol. Briefly, male balb/c mice weighing 20-25g 
were sensitized with OA (10 |Xg in 0.2 ml aluminum hydroxide solution) 
intraperitoneally on days 1 and 14. After a week, the mice were divided into ten 
groups. Test compound or only vehicle (control group) or anti-eotaxin antibody 
(positive control group) was administered either intraperitoneally, subcutaneously or 
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orally. After 1 h, the mice were placed in a Plexiglass box and exposed to OA aerosol 
generated by a PARISTAR™ nebulizer (PARI, Richmond, VA) for 20 min. Mice 
which had not been sensitized or challenged were included as negative control. After 
24 or 72 h, the mice were anesthetized (urethane, approx. Ig/kg, i.p.), a tracheal 

S cannula (PE 60 tubing) was inserted and the lungs were lavaged four times with 0.3 ml 
PBS. The BAL fluid was transferred into plastic tubes and kept on ice. Total 
leukocytes in a 20 pX aliquot of the BAL fluid was determined by Coulter Counter™ 
(Coulter, Miami, Fl). Differential leukocyte counts were made on Cytospin*"^ / 
preparations which had been stained with a modified Wright's stain (Diff-Quick™) by 

10 light microscopy using standard morphological criteria. 

The ID50 for the compounds of this invention in this assay is between 30 and 50 
mgs/kg. 



IS 
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Claims 

1 . A compound selected from compounds of Formula (I): 

R' 



Z is -N- or -(N*R)- X* wherein R is alkyK haloalkyK aralkyi, hydroxyalkyl. 

carboxyalkyl, alkoxycarbonylalkyi, orcyanoalkyl, and X" is a 

pharmaceutically acceptable counterion; 
Ar' and Ar^ arc, independently of each other, aryl or heteroaryl; 
Q is straight or branched alkylenc with 1-3 carbon atoms; 
R^ is hydrogen or alkyl; 
A is either: 

(I) -N(R^)C(0)- when: 

Bis: 

(i) alkylene with 1-4 carbon atoms inclusive wherein one of the 
carbon atoms may optionally be replaced by a group selected 
from -C(0)-, -N(R*)-, -0-, -S(0)„- (where n is 0, 1 or 2). 
-NR^C(O)- and 

-N(R^S02-; or 

(ii) an alkynylene chain; 
wherein: 

R^ is hydrogen, alkyl, acyl, haloalkyl, heteroalkyl, 
heterocyclylalkyl, or -(alkylene)-C(0)-Z ' where Z ' is alkyl, haloalkyl. 
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alkoxy, haloalkyloxy. hydroxy, amino, or mono- or disubstituled amino; 
and 

R"*, and R^ are, independently of each other, hydrogen, alkyl, 
acyl. haloalkyl, heteroalkyl, heterocyclylalkyl, or -(alkylene)-C(0)-Z' 
where Z ' is alkyl, haloalkyl, alkoxy, haloalkyloxy, hydroxy, amino, or 
mono- or disubstituled amino; or 

(ID a group selected from -N(R^)C(SK-N(R^)C(0)N(RY, 

-N(R-)C(S)N(RV. •N(R^)S02-, -N(R^)S02N(R^)-, 
-N(R")C(0)0-, and -OC(0)N(R^)- when: 

Bis: 

(i) a bond; 

(ii) an alkylcnc chain of 1-4 carbon atoms inclusive wherein one of 
the carbon atoms may optionally be replaced by a group selected 
from -C(0)-, -N(R^)-, -0-, -S(0)„- (where n is 0, I or 2), 
.NR^C(O)- and 

.N(R^)S02-; 

(iii) an alkenylene chain; or 

(iv) an alkynylenc chain; 
wherein: 

R' is hydrogen, alkyl, acyl, haloalkyl, heteroalkyl, 
heterocyclylalkyl, or -(alkylene)-C(0)-Z' where Z' is alkyl, haloalkyl, 
alkoxy, haloalkyloxy, hydroxy, amino, or niono- or disubstituted amino; 
and 

R^, R*, R^ and R^ are as defmed above; and 
prodrugs, individual isomers, mixtures of isomers and pharmaceutically acceptable 
salts thereof. 



2. The compound of Claim 1 wherein Z is -N-; R* is hydrogen and A is 
-NHC(O)-. 
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3. The compound of Claim 2 wherein Ar' is a naphthyl or a phenyl ring 
substituted with one, two, or three substituents selected from alkyl, cyano, 
nitro, halo, methylenedioxy, ethylenedioxy, alkoxy or phenoxy. 

4. The compound of Claim 3 wherein Q and B are -CH2-. 

5. The compound of Claim 4 wherein Ar^ is an aryl ring. 

6. The compound of Claim 5 whorein: 

Ar^ is a phenyl ring substituted with one, two, or three substituents 
selected from methyl, chloro, fluoro, bromo, or methylenedioxy; and 
^ Ai^ is a phenyl ring optionally substituted with one, two, or three 
substituents selected from alkoxy, alkylthio, halo, amino, -NHC(0)R ' (where 
R ' is alkyl or optionally substituted phenyl), hydroxy, or -S02Me. 

?• The compound of Claim 3 wherein: 
Q is -CH2- and B is -(CH2)2-; 

8. The compound of Claim 7 wherein Ar^ is a heteroaryl ring. 

9. The compound of Claim 8 wherein: 

Ar^ is a phenyl ring substituted with one, two, or three substituents 
methyl, chloro, fluoro, bromo, or methylenedioxy. 

10. The compound of Claim 9 wherein Ar^ is 3-chlorophenyl, 4-chlorophenyl, 3,4- 
difluorophenyl, 3-chloro-4-fluorophenyl, 4-chioro-3-fluorophenyl, 4-fluoro-3- 
methoxyphenyl, 2,4-difluorophenyl, 3,4-ethylenedioxyphenyl, 2,3- 
dichlorophenyl, 3,4-dichlorophenyl, or 3,4-methyIenedioxyphenyl. 
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1 1 . The compound of Claim 10 wherein Ar^ is a pyrimidin-2-y! ring optionally 
substituted at the 5-position with a phenyl ring which is optionally substituted 
with one, two, or three substituents selected from methyl, methoxy, methylthio, 
chloro, fluoro, vinyl, or dimethylamino. 

12. The compound of Claim 3 wherein Q is -CH2- and B is -CH2S-. 

13. The conipound of Claim 12 wherein: 

Ar^ is a heteroaryl ring. 

14. The compound of Claim 1 3 wherein: 

Ar' is a phenyl ring optionally subslilulcd with one, two, or three 
substituents methyl, chloro, fluoro, bromo, or mcthylcncdioxy. 

15. The compound of Claim 14 wherein Ar' is 3-chlorophenyI, 4-chlorophenyl, 
3,4-dinuorophcnyl, 3-chloro-4-fluorophcnyK 4-chloro-3-fluorophcnyl, 4-fIuoro- 
3-melhoxyphcnyl, 2,4-dinuorophenyl. 3,4-clhylcnedioxyphcnyl, 2,3- 
dichlorophenyl, 3,4-dichlorophenyl, or 3.4-mcthylenedioxyphcnyl. 

16. The compound of Claim 15 wherein Ar^ is a pyrimidin-2-yl ring optionally 
substituted at the 5-posilion with a phenyl ring which optionally substituted 
with one, two, or three substituents selected from methyl, methoxy, methylthio, 
chloro, fluoro, vinyl or dimethylamino. 

17. The compound of Claim 3 wherein Q is -CH2- and B is -CH2O-. 

18. The compound of Claim 17 wherein: 

Ar^ is a heteroaryl ring. 



19. 



The compound of Claim 18 wherein: 
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Ar* is a phenyl ring optionally substituted with one, two, or three 
substituents methyl, chloro, fluoro, bromo, or methylenedioxy, 

20. The compound of Claim 19 wherein Ar^ is 3-chlorophenyl, 4-chlorophenyI, 
3,4-dinuorophenyI, 3-chloro-4-fIuorophenyl, 4-chloro-3-fluorophenyl, 4-fluoro- 
3-methoxyphenyK 2,4-difluorophenyl, 3,4-cthylenedioxyphenyl, 2,3- 
dtchlorophenyl, 3.4-dichIorophenyI, or 3,4-methylenedioxyphenyl. 

21. The compound of Claim 20 wherein Ar^ is a pyrimidin-2-yl ring optionally 
substituted at the S-position with a phenyl ring which optionally substituted 
with one, two, or three substituents selected from methyl, melhoxy, methylthio, 
chloro, fluoro, vinyl or dimethylamino. 

22. The compound of Claim 1 wherein is hydrogen and A is -NHC(0)NH-. 

23. The compound of Claim 22 wherein Ar' is a naphthyl or a phenyl ring 
optionally substituted with one, two or three substituents selected from alkyi, 
cyano, niiro, halo, methylenedioxy, ethylenedioxy, alkoxy or phenoxy. 

24. The compound of Claim 23 wherein Q is -CH2- and B is a bond or -CH2-. 

25. The compound of Claim 24 wherein Ar^ is an aryl ring. 

26. The compound of Claim 25 wherein: 

Ar* is a phenyl ring optionally substituted with one, two, or three 
substituents selected from methyl, chloro, fluoro, bromo, or methylenedioxy; 
and 

Ar^ is a phenyl ring optionally substituted with one or two substituents 
selected from alkyl or alkoxy. 
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27. A pharmaceutical composition comprising a therapeutically effective amount of 
a compound of Claim I and a pharmaceuticaliy acceptable excipient. 

28. A process for preparing a compound of Claim 1, which comprises reacting a 
compound of Formula (Da) where R\ Q, and Ar* are as deHned in Claim 1: 




(i) with an acylating agent of formula Ar^-B-COL where L is a leaving group 
under acylating reaction conditions or an acid anhydride of formula (Ar^-B- 
CO)iO to provide a compound of Formula (I) where A is -N(R^)CO- wherein 
is hydrogen; or 

(ii) with an amine of formula Ar^-B-NH(R^) where R' is as defined in the Summary 
of the Invention, in the presence of a suiuible coupling agent or an isocyanate of 
formula Ar^-B-N=C=0 or a carbamoyl halide of formula Ar^-B-N(R^H:(0)L 
where is as defined in the Summary of the Invention and L is a halo group to 
provide a compound of Formula (I) where A is -N(R^)CON(R^)- wherein R^ is 
hydrogen; or 

(iii) with an amine of formula Ar^-B-NH(R^) where R^ is as defined in the Summary 
of the Invention, in the presence of a suitable coupling agent or an isothiocyanate 
of formula Ar^-B-N=C=S or a thiocarbamoyl halide of formula Ar^-B-N(R^)- 
C(S)L where R^ is as defined in the Summary of the Invention and Lisa halo 
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group to provide a compound of Formula 0) where A is -N(R")C(S)N(R )- 
wherein R" is hydrogen; or 

(iv) with a sulfonylating agent of formula Ar^-B-S02L or Ar^-B-N(R^)-S02L where 
R^ is as defined in the Summary of the Invention and L is a leaving group under 
sulfonylating reaction conditions to provide a compound of Formula (I) where A 
is -N(R-)S02- or -N(R^)S02N(R^)- wherein R- is hydrogen; or 

(v) with an alcohol of formula Ar^-B-OH in the presence of a suitable coupling agent 
to provide a compound of Formula (I) where A is -N(R^)C(0)0- wherein R^ is 
hydrogen; and 

(vi) optionally converting a con^pound of Formula (I) prepared in Steps (i) to (v) 
above, where R' is hydrogen to a compound of Formula (I) where R" is not 
hydrogen; and 

(vii) optionally reacting a compound of Formula (I) prepared in Steps (i) to (vi) 

above, with an alkylating agent of formula RX where R is alkyi and X is a 

■ > 

leaving group under alkylating conditions to provide a corresponding 
compound of Formula (I) where Z is -(N*R)- X'; and 

(viii) optionally replacing one counterion in the compound of Formula (I) prepared in 
Step (vii) above, with another counterion; and 

(ix) optionally converting the compound of Formula (I) prepared in Steps (i) to (viii) 
above, to the corresponding acid addition salt by treatment with an acid. 

29. A process for preparing a compound of Claim 1 , which comprises: 




aib) 
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(i) reacting a compound of formula (lib) where R^ A, B and Ar^ are as defined 
above, with an alkylating agent of formula Ar'-Q-Y where Ar* is as defined in 
Claim 1 and Y is a leaving group under alkylating reaction conditions to 
provide a compound of Formula (I); and 

(ii) optionally reacting a compound of Formula (I) prepared in Step (i) above, with 
an alkylating agent of formula RX where R is alkyl and X is a leaving group 
under alkylating conditions to provide a corresponding compound of Formula 
(I) where Z is -(N*R)- X'; and 

(iii) optionally replacing one counterion in the compound of Formula (I) prepared in 
Step (ii) above, with another counterion; and 

(i v) optionally converting the compound of Formula (I) prepared in Steps (i) to (iii) 
above, to the corresponding acid addition salt by treatment with an acid. 

30. A compound as claimed in claim 1 whenever prepared by a process as claimed 
in claim 28 or 29. 

31 . A compound as claimed in any one of claims 1 to 26 as a therapeutic agent. 

32. Use of a compound as claimed in any one of claims 1 to 26 for the preparation 
of a medicament comprising as an active ingredient a compound as claimed in any one 
of claims 1 to 26 for the treatment of a disease treatable by administration of a CCR-3 
antagonist, e.g. asthma. 

33. A method of treatment of a disease in a mammal treatable by administration of 
a CCR-3 antagonist, comprising administration to the mammal of a therapeutically 
effective amount of a compound of Claim 1 . 

34. The invention as hereinbefore described.' 
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